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Complete Summary 

GUIDELINE TITLE 

Detoxification and substance abuse treatment: physical detoxification services for 
withdrawal from specific substances. 

BIBLIOGRAPHIC SOURCE(S) 

Physical detoxification services for withdrawal from specific substances. In: Center 
for Substance Abuse Treatment (CSAT). Detoxification and substance abuse 
treatment. Rockville (MD): Substance Abuse and Mental Health Services 
Administration (SAMHSA); 2006 Jan 18. p. 41-111. (Treatment improvement 
protocol (TIP); no. 45). 

GUIDELINE STATUS 

This is the current release of the guideline. 

** REGULATORY ALERT ** 

FDA WARNING/REGULATORY ALERT 

Note from the National Guideline Clearinghouse: This guideline references a 
drug(s) for which important revised regulatory and/or warning information has 
been released. 

• On July 1, 2005, in response to recent scientific publications that report the 
possibility of increased risk of suicidal behavior in adults treated with 
antidepressants, the U.S. Food and Drug Administration (FDA) issued a Public 
Health Advisory to update patients and healthcare providers with the latest 
information on this subject. Even before the publication of these recent 
reports, FDA had already begun the process of reviewing available data to 
determine whether there is an increased risk of suicidal behavior in adults 
taking antidepressants. The Agency has asked manufacturers to provide 
information from their trials using an approach similar to that used in the 
evaluation of the risk of suicidal behavior in the pediatric population taking 
antidepressants. This effort will involve hundreds of clinical trials and may 
take more than a year to complete. See the FDA Web site for more 
information. 

• On October 15, 2004, the U.S. Food and Drug Administration (FDA) issued a 
Public Health Advisory, asking manufacturers of all antidepressant drugs to 
revise the labeling for their products to include a boxed warning and 
expanded warning statements that alert health care providers to an increased 
risk of suicidality (suicidal thinking and behavior) in children and adolescents 
being treated with these agents, and additional information about the results 
of pediatric studies. FDA also informed these manufacturers that it has 

http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm
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determined that a Patient Medication Guide (MedGuide), which will be given 
to patients receiving the drugs to advise them of the risk and precautions that 
can be taken, is appropriate for these drug products. See the FDA Web site 
for more information. 
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SCOPE 

DISEASE/CONDITION(S) 

Substance use disorders  

GUIDELINE CATEGORY 
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CLINICAL SPECIALTY 

Emergency Medicine 
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Internal Medicine 
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INTENDED USERS 
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Social Workers 
Substance Use Disorders Treatment Providers 

GUIDELINE OBJECTIVE(S) 

To highlight specific detoxification treatments for specific substances of abuse and 
provide guidance on the medical, nursing, and social services aspects of these 
treatments 

TARGET POPULATION 

Adult and adolescent patients in need of detoxification services 

INTERVENTIONS AND PRACTICES CONSIDERED 

1. Psychosocial and biomedical screening and assessment 
2. Management of intoxication and withdrawal of the following substances  

• Alcohol 
• Opioids 
• Benzodiazepines and other sedative-hypnotics 
• Stimulants 
• Inhalants/solvents 
• Nicotine 
• Marijuana and other drugs containing THC 
• Anabolic steroids 
• Club drugs 

3. Management of polydrug use 
4. Alternative approaches to detoxification, including acupuncture 
5. Considerations for specific populations, including  

• Pregnant women 
• Older adults 
• People with disabilities or co-occurring conditions 
• African Americans 
• Asians and Pacific Islanders 
• American Indians 
• Hispanics/Latinos 
• Gays and lesbians 
• Adolescents 
• Incarcerated/detained persons 

MAJOR OUTCOMES CONSIDERED 

• Sensitivity and specificity of biochemical markers for substance screening 
• Effectiveness of treatment interventions 
• Adverse effects of pharmacological treatments 

METHODOLOGY 

METHODS USED TO COLLECT/SELECT EVIDENCE 
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Hand-searches of Published Literature (Primary Sources) 
Hand-searches of Published Literature (Secondary Sources) 
Searches of Electronic Databases 

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE 

The literature search involved careful consideration of all relevant clinical and 
health services research findings, practice experience, and implementation 
requirements. 

Evidence also selected through expert consensus on current best practices. 

NUMBER OF SOURCE DOCUMENTS 

Not stated 

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE 
EVIDENCE 

Expert Consensus 

RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE 

Not applicable 

METHODS USED TO ANALYZE THE EVIDENCE 

Meta-Analysis 
Systematic Review 

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE 

Not stated 

METHODS USED TO FORMULATE THE RECOMMENDATIONS 

Expert Consensus (Consensus Development Conference) 

DESCRIPTION OF METHODS USED TO FORMULATE THE 
RECOMMENDATIONS 

After selecting a topic, Center for Substance Abuse Treatment (CSAT) invites staff 
from pertinent Federal agencies and national organizations to be members of a 
resource panel that recommends specific areas of focus as well as resources that 
should be considered in developing the content for the Treatment Improvement 
Protocols (TIP). These recommendations are communicated to a consensus panel 
composed of experts on the topic who have been nominated by their peers. This 
consensus panel participates in a series of discussions. The information and 
recommendations on which they reach consensus form the foundation of the TIP. 
The members of each consensus panel represent substance abuse treatment 
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programs, hospitals, community health centers, counseling programs, criminal 
justice and child welfare agencies, and private practitioners. A panel chair (or co-
chairs) ensures that the contents of the TIP mirror the results of the group's 
collaboration. 

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS 

Not applicable 

COST ANALYSIS 

A formal cost analysis was not performed and published cost analyses were not 
reviewed. 

METHOD OF GUIDELINE VALIDATION 

External Peer Review 

DESCRIPTION OF METHOD OF GUIDELINE VALIDATION 

A large and diverse group of experts closely reviews the draft document. Once the 
changes recommended by these field reviewers have been incorporated, the 
Treatment Improvement Protocol (TIP) is prepared for publication, in print and on 
line. 

RECOMMENDATIONS 

MAJOR RECOMMENDATIONS 

Note from the National Guideline Clearinghouse (NGC): The Substance 
Abuse and Mental Health Services Administration (SAMHSA) Consensus Panel 
supports the following statement and has taken special care to note that 
detoxification is not substance abuse treatment and rehabilitation: 

"Detoxification is a set of interventions aimed at managing acute intoxication and 
withdrawal. Supervised detoxification may prevent potentially life-threatening 
complications that might appear if the patient was left untreated. At the same 
time, detoxification is a form of palliative care (reducing the intensity of a 
disorder) for those who want to become abstinent or who must observe 
mandatory abstinence as a result of hospitalization or legal involvement. Finally, 
for some patients it represents a point of first contact with the treatment system 
and the first step to recovery. Treatment/rehabilitation, on the other hand, 
involves a constellation of ongoing therapeutic services ultimately intended to 
promote recovery for substance abuse patients." 

Readers are referred to Chapter 1 "Overview, Essential Concepts, and Definitions 
in Detoxification" in the original guideline document for definitions of other 
relevant terms and detailed examination of the guiding principles recognized by 
the Consensus Panel (please See "Availability of Companion Documents" field). 
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Psychosocial and Biomedical Screening and Assessment 

Figure 4-1 in the original guideline document lists several instruments useful in 
characterizing the intensity of specific withdrawal states (see appendix C of the 
original guideline document for more information on these instruments and how to 
obtain them [see "Availability of Companion Documents" field]). 

Biochemical Markers and Their Use 

This section focuses on biochemical laboratory tests that detect the presence or 
absence of alcohol or another substance of abuse, may be able to quantify the 
level of present use, or may be able to quantify cumulative use over the past few 
weeks. Tests in all of these areas are reasonably well developed and validated for 
alcohol. This is not the case for most other substances of abuse. Biochemical 
markers are not adequate screening or assessment instruments alone, but rather 
are used to support a more comprehensive clinical assessment. Common uses of 
these biochemical markers are: 

1. In the initial screening setting to support or refute other information that 
leads to proper diagnosis, assessment, and management 

2. For forensic purposes (e.g., evaluating a driver after an automobile accident) 
3. In detecting occult (secretive or hidden) use of alcohol and other substances 

in therapeutic settings where abstinence, rehabilitation, and treatment are 
being promoted 

Clinicians also can use the presentation of information from biochemical markers 
to patients as an effective tool in motivational enhancement. For example, 
information regarding liver transaminases (specific kinds of enzymes that perform 
chemical reactions within the liver) helps provide the patient with objective 
information on the level of recent alcohol use and potential acute hepatic damage. 
This may help the patient move from contemplating treatment to actually 
beginning treatment. 

See the original guideline document for a discussion of uses and limitations of 
biochemical markers, including blood alcohol content (BAC), breath alcohol levels, 
urine drug screens, gamma-glutamyltransferase (GGT), carbohydrate-deficient 
transferrin, and mean corpuscular volume (MCV). 

Alcohol Intoxication and Withdrawal 

Intoxication Signs and Symptoms 

See the original guideline document for a discussion of intoxication signs and 
symptoms. 

Since the elimination rate of alcohol from the body generally is 10 to 30 mg 
percent per hour, the goals for the treatment of alcohol intoxication are to 
preserve respiration and cardiovascular function until alcohol levels fall into a safe 
range. Patients who are severely intoxicated and comatose as the result of alcohol 
use should be managed in the same manner as all comatose patients, with 
particular care taken in monitoring vital functions, protecting respiration, and 
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observing aspiration, hypoglycemia, and thiamin deficiency. Screening for other 
drugs that may contribute to the coma, as well as other sources of coma 
induction, should be done. Agitation is best managed with interpersonal and 
nursing approaches rather than additional medications, which may only 
complicate and delay the elimination of the alcohol. 

Withdrawal Signs and Symptoms 

Signs and symptoms of alcohol withdrawal may include the following: 

• Restlessness, irritability, anxiety, agitation 
• Anorexia (lack of appetite), nausea, vomiting 
• Tremor (shakiness), elevated heart rate, increased blood pressure 
• Insomnia, intense dreaming, nightmares 
• Poor concentration, impaired memory and judgment 
• Increased sensitivity to sound, light, and tactile sensations 
• Hallucinations (auditory, visual, or tactile) 
• Delusions, usually of paranoid or persecutory varieties 
• Grand mal seizures (grand mal seizures represent a severe, generalized, 

abnormal electrical discharge of the major portions of the brain, resulting in 
loss of consciousness, brief cessation of breathing, and muscle rigidity 
followed by muscle jerking; a brief period of sleep, awakening later with some 
mild to even severe confusion, generally occurs) 

• Hyperthermia (high fever) 
• Delirium with disorientation with regard to time, place, person, and situation; 

fluctuation in level of consciousness 

A fever greater than 101° F also may be seen, though care should be taken to 
determine whether the fever is the result of an infection. 

The most useful clinical factors to assess the likelihood and the extent of a current 
withdrawal is the patient's last withdrawal and the number of previous 
withdrawals (treated or untreated) experienced, with three or four being a 
particularly significant number for the appearance of severe withdrawal reactions 
unless adequate medical care is provided. This assumption that this phenomenon 
will manifest itself, which has been referred to as the "kindling hypothesis," is 
well-established in the research literature. Uncomplicated or mild to moderate 
withdrawal is characterized by restlessness, irritability, anorexia (lack of appetite), 
tremor (shakiness), insomnia, impaired cognitive functions, and mild perceptual 
changes. Complicated or severe medical withdrawal has one or more elements of 
delirium, hallucinations, delusions, seizures, and disturbances of body 
temperature, pulse, and blood pressure. 

Medical Complications of Alcohol Withdrawal: Possible Fatal Outcomes 

Seizures; delirium tremens (severe delirium with trembling); and dysregulation of 
body temperature, pulse, and blood pressure are outcomes in severe alcohol 
dependence that can lead to fatal consequences. Other medical complications of 
alcohol withdrawal include infections, hypoglycemia, gastrointestinal (GI) 
bleeding, undetected trauma, hepatic failure, cardiomyopathy (dilation of the 
heart with ineffective pumping), pancreatitis (inflammation of the pancreas), and 
encephalopathy (generalized impaired brain functioning). The suspicion of 
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impending complications or their appearance will require hospitalization of the 
client and possible intensive care unit level of management. Consultation with 
internists specializing in infectious disease, pulmonary care, and hepatology; 
surgeons; neurologists; psychiatrists; anesthesiologists; and other specialists also 
may be warranted, depending on the nature of the complications. 

Management of Withdrawal Without Medication 

The management of an individual in alcohol withdrawal without medication is a 
difficult matter because the indications for this have not been established firmly 
through scientific studies or any evidence-based methods. Furthermore, the 
course of alcohol withdrawal is unpredictable and currently available techniques of 
screening and assessment do not allow us to predict with confidence who will or 
will not experience life-threatening complications. Severe alcohol withdrawal may 
be associated with seizures due to relative impairment of gamma-aminobutyric 
acid (GABA) and relative over-activity of N-methyl-D-aspartate systems (a 
subtype of the excitatory glutamate receptor system). The failure to treat incipient 
convulsions is a deviation from the established general standard of care. 

Positive aspects of the nonmedication approach are that it is highly cost-effective 
and provides inexpensive access to detoxification for individuals seeking aid. 
Observation is generally better than no treatment, but people in moderate to 
severe withdrawal will be best served at a higher level of care. Young individuals 
in good health, with no history of previous withdrawal reactions, may be well 
served by management of withdrawal without medication. However, personnel 
supervising in this setting should possess assessment abilities and be able to 
summon help through the emergency medical system. Methods of withdrawal 
management without medication include frequent interpersonal support, provision 
of adequate fluids and food, attention to hygiene, adequate sleep, and the 
maintenance of a no-alcohol/no-drug environment. 

Social Detoxification 

Social detoxification programs are defined as short-term, nonmedical treatment 
services for individuals with substance use disorders. A social detoxification 
program offers room, board, and interpersonal support to intoxicated individuals 
and individuals in substance use withdrawal. The consensus panel has found that 
in actual practice, social detoxification programs vary greatly in their approach 
and scope. Some programs offer some medical and nursing onsite supervision, 
while others provide access to medical and nursing evaluation through clinics, 
urgent care programs, and emergency departments. Some social detoxification 
programs only offer basic room and board for a "cold turkey" detoxification, while 
other programs offer supervised use of medications. Sometimes medications are 
prescribed at the onset of withdrawal by healthcare professionals in an outpatient 
setting, while the staff in the social detoxification program supervises the 
administration of these medications. Whatever the particular situation might be, 
there should always be medical surveillance, including monitoring of vital signs, as 
part of every social detoxification program. 

The consensus panel agrees that for alcohol, sedative-hypnotic, and opioid 
withdrawal syndromes, hospitalization (or some form of 24-hour medical care) is 
generally the preferred setting for detoxification, based on principles of safety and 
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humanitarian concerns. When hospitalization cannot be provided, a setting that 
provides a high level of nursing and medical backup 24 hours a day, 7 days a 
week is desirable. The panel readily acknowledges that social detoxification 
programs are, for some communities, the only available resources for uninsured, 
homeless individuals. Social detoxification is preferable to detoxification in 
unsupervised settings such as the street, shelters, or jails. The panel also notes 
that in some large urban areas, social detoxification programs have longstanding, 
excellent reputations of providing high-quality supervision and nurturance for their 
clients. Social detoxification programs are organized and funded by a variety of 
sources, including faith-based organizations, community charities, and municipal 
and other local governments. 

The consensus panel acknowledges that, for a substantial group of individuals, 
substance use withdrawal syndromes do not lead to fatal outcomes or even 
significant morbidity. Determining which individuals will have benign outcomes 
often is difficult, and in fact this determination prior to social detoxification referral 
frequently is not made. Some incorrect beliefs have sprung up in the context of 
social detoxification: Individuals undergoing opioid withdrawal often are 
considered to require hospitalization to alleviate suffering, while individuals 
undergoing alcohol withdrawal sometimes are, for a variety of reasons, denied 
hospital-level treatment for detoxification, even though alcohol withdrawal 
produces suffering and may have fatal consequences. 

The consensus panel agreed on several guidelines for social detoxification 
programs: 

• Such programs should follow local governmental regulations regarding their 
licensing and inspection. 

• It is highly desirable that individuals entering social detoxification be assessed 
by primary care practitioners (physicians, physician assistants, nurse 
practitioners) with some experience in substance abuse treatment. 

• Such an assessment should determine whether the patient currently is 
intoxicated and the degree of intoxication, the type of withdrawal syndrome, 
severity of the withdrawal, information regarding past withdrawals, and the 
presence of co-occurring psychiatric, medical, and surgical conditions that 
might well require specialized care (see Figure 3-1 in "Detoxification and 
substance abuse treatment: an overview of psychosocial and biomedical 
issues during detoxification," Chapter 3 in the full-text original guideline 
document). 

• Particular attention should be paid to those individuals who have undergone 
multiple withdrawals in the past and for whom each withdrawal appears to be 
worse than previous ones—this is the so-called "kindling effect." Subjects with 
a history of severe withdrawals, multiple withdrawals, delirium tremens, or 
seizures are not good candidates for social detoxification programs. 

• All social detoxification programs should have an alcohol- and drug-free 
environment, have personnel who are familiar with the features of substance 
use withdrawal syndromes, have training in basic life support, and have 
access to an emergency medical system that can provide transportation to 
emergency departments and other sites of clinical care. 

Management of Withdrawal With Medications 



10 of 62 
 
 

Deciding on whether to use medical management for the treatment of alcohol 
withdrawal requires that patients be separated into three groups. The first and 
most obvious group comprises those clients who have had a previous history of 
the most extreme forms of withdrawal, that of seizures and/or delirium. This 
group is discussed in more detail below, but in general, the medication treatment 
of this group in early abstinence, whether or not they have had the initiation of 
withdrawal symptoms, should proceed as quickly as possible. 

The second group of patients requiring immediate medication treatment includes 
those patients who are already in withdrawal and demonstrating moderate 
symptoms of withdrawal. 

The third group of patients includes those who may still be intoxicated and 
therefore have not had time to develop withdrawal symptoms or who have, at the 
time of admission, been abstinent for a few hours and have not developed signs 
or symptoms of withdrawal. A decision regarding medication for this group should 
be in part based on age, number of years of alcohol dependence, and the number 
of previously treated or untreated severe withdrawals (three or four appears to be 
a significant threshold in predicting future serious withdrawal). If there is an 
opportunity to observe the patient in the emergency department of the clinic or 
similar setting over the next 6 to 8 hours, then it is possible to delay a decision 
regarding treatment and periodically reevaluate a client of this category. If this is 
not possible, then the return of the patient to a setting in which there is some 
supervision by family, significant others, or in a social detoxification program is 
desirable. 

The decision as to whether to give the patient a single medication dose prior to 
discharge and perhaps provide one or two additional medication doses to be 
administered in the referral setting rests on adequacy of supervision, the 
probability of whether the patient will drink while undergoing treatment, and 
whether the patient can or will return for assessments the following day. In some 
circumstances, no treatment may be safer than treatment with medication. 

The decision to treat a patient in alcohol withdrawal or at potential risk for alcohol 
withdrawal will in great part rest on the clinical judgment of the practitioner, 
relying on the factors noted above in addition to the issue of whether treatment 
may in fact actually do more harm than good. This topic is discussed under the 
heading "Limitations of Benzodiazepines in Outpatient Treatment." For more 
information about medication-assisted treatment, see the National Guideline 
Clearinghouse (NGC) summary of the Substance Abuse and Mental Health 
Services Administration (SAMHSA) TIP 43, Medication-Assisted Treatment for 
Opioid Addiction in Opioid Treatment Programs. 

Benzodiazepine Treatment of Alcohol Withdrawal 

Depending upon the clinical setting and the patient circumstances, there are 
several acceptable regimens for treating alcohol withdrawal that make use of 
benzodiazepines. These drugs remain the medication class of choice for treating 
alcohol withdrawal. The early recognition of alcohol withdrawal and prompt 
administration of a suitable benzodiazepine usually will prevent the withdrawal 
reaction from proceeding to serious consequences. Patients suspected of alcohol 
withdrawal should be seen promptly by a primary care provider (physician, nurse 

http://www.guideline.gov/summary/summary.aspx?doc_id=8351&nbr=004674
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practitioner, physician assistant) who has experience in diagnosing and managing 
alcohol withdrawal. Practitioners are reminded that benzodiazepines have side 
effects and limitations. These limitations are far more prominent when treating 
alcohol withdrawal in an outpatient setting. 

Loading Dose of a Benzodiazepine 

Medical or nursing administration of a slowly metabolized benzodiazepine, 
frequently intravenously, but sometimes orally, may be carried out every 1 to 2 
hours until significant clinical improvement occurs (such as reducing the Clinical 
Institute Withdrawal Assessment – Alcohol, Revised [CIWA-Ar] score to 10 or 
less) or the patient becomes sedated. Patients at grave risk for the most severe 
complications of alcohol withdrawal or who are already experiencing severe 
withdrawal should be hospitalized and can be treated with this regimen. In 
general, patients with severe withdrawal may receive 20 mg of diazepam or 100 
mg of chlordiazepoxide every 2 to 3 hours until improvement or sedation prevails. 
Oversedation, ataxia (lack of muscular coordination), and confusion, particularly 
in elderly patients, may occur with this protocol. The treatment staff should 
closely monitor hemodynamic (blood pressure and pulse) and respiratory 
features. They should particularly be prepared to detect and rapidly treat apnea 
(no breathing) with assisted ventilation. Having experienced staff with adequate 
time to frequently monitor the patient and provide intravenous medication is 
necessary. 

Symptom-Triggered Therapy 

Using the CIWA-Ar or similar alcohol withdrawal rating scales, medical personnel 
can be trained to recognize signs and symptoms of alcohol withdrawal, make a 
rating, and based on that rating administer benzodiazepines to their patients only 
when signs and symptoms reach a particular threshold score. 

The training of staff in a standardized procedure of administering rating scales is 
important and periodic retraining to ensure continued reliability among raters is 
essential. A typical routine of administration of symptom-triggered therapy is as 
follows: Administer 50mg of chlordiazepoxide (Librium) for CIWA-Ar > 9 and 
reassess in 1 hour. Continue administering 50mg chlordiazepoxide every hour 
until CIWA-Ar is < 10. Dosage amount and frequency can be modified depending 
on the individual clinical situation as determined by the medical provider. Patients 
with a history of withdrawal seizures should receive scheduled doses of a long-
acting benzodiazepine (e.g., diazepam [Valium], 20mg every 6 hours for 3 days) 
regardless of CIWA-Ar score, and should receive additional doses if indicated by 
elevated CIWA-Ar score. It must be noted here that symptom-triggered therapy is 
not recommended for outpatient detoxification. Symptom-triggered therapy 
requires monitoring and decision making by a healthcare professional. 

Gradual, Tapering Doses 

Before beginning any tapering regimen, the patient must be fully stabilized; that 
is, all signs and symptoms of withdrawal must be improved. Without proper 
stabilization, no tapering scheme will succeed. Once the patient has been 
stabilized, oral benzodiazepines can be administered on a predetermined dosing 
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schedule for several days and gradually tapered over time. This is a commonly 
used regimen. 

Dosing protocols vary widely among treatment facilities based on the needs of the 
patient population (see original guideline document for examples of dosing 
regimens). 

The use of gradual, tapering doses is appealing in settings where trained nursing 
or medical observations cannot be made frequently; however, this in itself is a 
pitfall. Under- or overmedication with this regimen can occur depending on 
benzodiazepine tolerance; the presence of chronic cigarette smoking, which 
induces benzodiazepine metabolism; liver function; age; and the presence of co-
occurring medical or psychiatric conditions. The use of this regimen may be 
problematic in the outpatient settings in which it frequently is applied. Supplying 
the patient with 4 to 5 days of a benzodiazepine and facing the probability that 
the patient may drink and take the benzodiazepine is a hazard. It is important to 
enforce strict limitations on driving automobiles, climbing, or operating hazardous 
machinery. 

Single Daily Dosing Protocol 

The choice of the specific benzodiazepine for any particular regimen depends on a 
number of factors, but the most significant factor is that the clinician administer 
one that she has the most experience using. 

See the original guideline document for information about diazepam and 
chlordiazepoxide lorazepam and oxazepam. 

Limitations of Benzodiazepines in Outpatient Treatment 

Although benzodiazepines remain the mainstay of treatment for alcohol 
withdrawal, they have limitations that are particularly pronounced when treating 
outpatients. Benzodiazepines' potential interactions with alcohol can lead to coma 
and respiratory suppression, motor incoordination (leading to falls and automobile 
accidents), and abuse of the medications. Abuse usually is in the context of the 
concurrent use of alcohol, opioids, or stimulants. 

There are two other limitations of benzodiazepines that may be relevant in some 
clinical settings for some patients. First, although benzodiazepines have been 
studied for more than 30 years and are effective for suppressing alcohol 
withdrawal symptoms at any one episode, their ability to halt the progressive 
worsening of each successive alcohol withdrawal reaction is in question. There are 
now at least nine studies that have found that an ever-increasing number of 
previous alcohol withdrawals increases the severity of withdrawal, particularly 
seizures and delirium tremens, and decreases responsiveness to benzodiazepines. 
A second, and at present more hypothetical, concern about benzodiazepine use to 
treat outpatients in alcohol withdrawal is that they may "prime" or reinstate 
alcohol use during their administration. 

Potential Contraindications To Using Benzodiazepines To Treat Alcohol 
Withdrawal 
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Potential Contraindications To Using Benzodiazepines To Treat Alcohol 
Withdrawal 

• Previous allergic reaction 
• Previous paradoxical disinhibition (e.g., violence, agitation, self-harm) 
• Previous serious adverse outcomes that could have medico-legal 

consequences if they re-occur (e.g., fractured hip, status epilepticus 
[continuous seizures of several minutes]) 

• Severe alterations in mental status with low dose of benzodiazepines (e.g., 
confusion, delirium) 

• An outpatient setting where benzodiazepine use with alcohol has occurred 
previously with extreme intoxication leading to injuries, coma, or apnea 

Other Medications 

Barbiturates 

Barbiturates have been used for nearly a century for the treatment of alcohol 
withdrawal. Most barbiturates, other than phenobarbital, have fallen into disfavor 
because of severe lethal interactions with alcohol, death from overdose of the 
agents alone, rapid tolerance, and high abuse potential. Barbiturates are highly 
addictive. In clinical practice, the medication is effective both for the treatment of 
alcohol withdrawal and sedative-hypnotic withdrawal although few controlled trials 
have been conducted with it. Phenobarbital has a long half-life and may rapidly 
accumulate. Overdoses with phenobarbital also can be fatal. Members of the 
consensus panel recommend its use only in highly supervised settings. 

Anticonvulsants 

Anticonvulsants have been used in Europe for a quarter of a century for the 
treatment of alcohol withdrawal. Carbamazepine has been shown in at least three 
trials to be as effective as various benzodiazepines in mild to moderate alcohol 
withdrawal. Although less well studied, valproic acid also has been shown to be 
effective. Older, first-generation anticonvulsants have limitations in that they only 
have been studied in mild to moderate withdrawal, can on rare occasions have 
serious hepatic and bone marrow toxicities, interact with several other classes of 
medication, and are only available in oral forms. They are not, however, 
controlled substances, are not abused, and as previously noted, carbamazepine 
may have the propensity to reduce some of the indices of drinking behavior 
immediately in the post-withdrawal treatment of outpatients. Newer drugs such as 
tiagabine, oxcarbazepine, and gabapentin do not appear to have these liabilities, 
but sufficient studies have not been done to confirm their effectiveness and 
safety. 

Other Agents 

Beta blockers and alpha adrenergic agonists such as clonidine have been used in 
the treatment of alcohol withdrawal. They do not prevent seizures in delirium and 
have only modest benefits for ameliorating symptoms of withdrawal. However, 
some patients will have tachycardia (rapid heartbeat) and hypertension (high 
blood pressure) that will not be controlled by benzodiazepines and therefore beta 
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blockers and alpha adrenergic agonists can be of use in these patients. Calcium 
channel antagonists will also ameliorate some symptoms of alcohol withdrawal. As 
with beta blockers and clonidine, calcium channel antagonists should be 
considered adjunctive therapy primarily to manage extreme hypertension during 
withdrawal. 

Antipsychotics 

Antipsychotics have long been used to control extreme agitation, hallucinations, 
delusions, and delirium during alcohol withdrawal. Older, low-potency drugs such 
as chlorpromazine generally are avoided since they can reduce the seizure 
threshold. High-potency drugs such as haloperidol (Haldol) also can reduce the 
seizure threshold, but less commonly. Haloperidol and related agents are available 
for oral, intramuscular, and intravenous (IV) administration. Clinicians should note 
that since antipsychotics can lower the seizure threshold, their use during alcohol 
withdrawal should be undertaken with great care and close supervision of the 
patient is required. 

Relapse Prevention Agents 

Relapse prevention agents such as naltrexone and acamprosate are under 
consideration as additional therapies during late withdrawal treatment, although 
they are not effective for alcohol detoxification. Since one-third to one-half of 
outpatients detoxifying with benzodiazepines will either drink or leave treatment 
prematurely, naltrexone and acamprosate may be valuable in assisting in 
reducing the probability of the individual drinking during late detoxification. High-
dose naltrexone therapy has been associated with some liver toxicity, but this has 
not been reported in individuals taking therapeutic doses to enhance relapse 
prevention. Acamprosate may produce diarrhea and this may be already present 
in some individuals in alcohol withdrawal. Thus far no well-controlled studies have 
been conducted to provide guidelines as to when these medications should be 
introduced during detoxification or whether it would be better to wait until the 
early phase of rehabilitation. 

Other Medications 

Abecarnil and more recently baclofen have both shown promise in the treatment 
of alcohol withdrawal. However, insufficient information has been accumulated on 
these drugs, and therefore they are not recommended for use in clinical patient 
settings. Their use in alcohol withdrawal should be considered experimental and 
premature for the present. 

Management of Delirium and Seizures 

Delirium and seizures are the two most pathologic responses seen in alcohol 
withdrawal. The major goal of medical management is to avoid seizures and a 
special state of delirium called delirium tremens (DTs) with aggressive use of the 
primary detoxification drug (e.g., higher doses of a benzodiazepine). Prevention is 
essential where DTs are concerned. DTs do not develop suddenly but instead 
progress from earlier withdrawal symptoms. Properly administered symptom-
triggered medication approaches will prevent DTs and limit overmedication that 
can occur when high-dose benzodiazepines are administered without regard to 
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clinical response. It can be challenging clinically to differentiate impending DTs 
versus benzodiazepine toxicity on day 3 of detoxification. When in doubt, in most 
cases it is safer to overmedicate than to undertreat and allow DTs to develop. 
Flumazenil (Romazicon) can be used to reverse benzodiazepine overdose. 

Death and disability may result from DTs or seizures without medical care. 
Several factors are related to severity of alcohol withdrawal: high amounts of 
alcohol being consumed in the weeks prior to treatment, the severity of the last 
withdrawal episodes, and the number of previously treated or untreated 
withdrawal episodes. Other factors such as increasing age; the patient's general 
health, including nutritional status; the presence of co-occurring medical, surgical, 
and psychiatric disorders; and the use of medications (prescription, over-the-
counter, or herbal) also can amplify severity of withdrawal symptoms. Early 
proper medical management of alcohol withdrawal reduces the probability of 
these complications, assuming early recognition. 

For patients with a history of DTs or seizures, early benzodiazepine treatment is 
indicated at the first clinical contact setting (e.g., doctor's office, clinic, urgent 
care, emergency department). Patients with severe withdrawal symptoms, 
multiple past detoxifications (more than three), and co-occurring unstable medical 
and psychiatric conditions should be managed similarly. 

Once an initial clinical screening and assessment have been made, and the 
diagnosis is reasonably certain, medication should be given. Giving the patient a 
benzodiazepine should not be delayed by waiting for the return of laboratory 
studies, transportation problems, or the availability of a hospital bed. Early 
thiamine and multivitamin administration also should be done at this time. Once 
full DTs have developed, they tend to run their course despite medication 
management, and there is little evidence in the medical literature to suggest that 
any medication treatment can immediately abort DTs. 

Patients presenting in severe DTs should have emergency medical transport to a 
qualified emergency department and generally will require hospitalization. If the 
DTs are severe, patients may need to be placed in an intensive care unit (ICU), 
and in such settings continuous monitoring of cardiac rhythm, pulse, blood 
pressure, oxygen saturation, temperature, and respiration rates begins with the 
emergency medical system and continues in the emergency department and ICU. 

Early care will depend on medical and surgical complications and may involve 
protocols from advanced cardiac life support (ACLS) and/or advanced trauma life 
support. Correction of fluids and electrolytes (salts in the blood), hyperthermia 
(high fever), and hypertension are vital. Loading doses (rapid administration of 
initial high doses) of IV diazepam or lorazepam are recommended, as are IV 
thiamine (prior to IV glucose) and multiple vitamins. The physician should 
consider intramuscular or intravenous haloperidol (Haldol and others) to treat 
agitation and hallucinations. Nursing care is vital, with particular attention to 
medication administration, patient comfort, soft restraints, and frequent contact 
with orienting responses and clarification of environmental misperceptions. 

Alcohol withdrawal seizures represent another management challenge, since no 
large-scale clinical studies have been conducted to establish firmly best treatment 
practices. The majority of alcohol withdrawal seizures occur within the first 48 
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hours after cessation or reduction of alcohol, with peak incidence around 24 
hours. Most alcohol withdrawal seizures are singular, but if more than one occurs 
they tend to be within several hours of each other. While alcohol withdrawal 
seizures can occur several days out, a higher index of suspicion for other causes is 
prudent. Someone experiencing an alcohol withdrawal seizure is at greater risk for 
progressing to DTs, whereas it is extremely unlikely that a patient already in DTs 
will also then experience a seizure. 

See the original guideline document for a description of alcohol withdrawal 
seizures. Also, see the table below for what to do in the event of a seizure. 

What To Do in the Event of a Seizure 
• At the first sign of what appears to be a seizure, lay witnesses should 

summon trained medical personnel. 
• Depending on the setting, this may mean calling 911 or calling the nurse or 

physician who is on duty for the clinic or hospital unit. 
• While awaiting medical help, a layperson witnessing an alcohol withdrawal 

seizure should gently attempt to prevent injury to the person as he or she 
slumps or falls to the floor by protecting the individual's head and body from 
hard or sharp objects. Often, though, the initial loss of consciousness and fall 
is not seen by anyone. 

• In the jerking phase of the seizure, if the jerking is extreme, it is important to 
protect the head from extreme head-banging by placing a soft object under 
the head and neck. Sometimes placing one's hand or shoe under the head is 
adequate. 

• No attempt should be made to insert anything in the mouth (such as spoons, 
pencils, pens, tongue blades). Such attempts at object insertion may cause 
damage to the teeth and tongue, or objects may get partially swallowed and 
obstruct the airway. 

• Patients who start to retch or vomit should be gently placed on their side so 
that the vomitus (stomach contents vomited) may exit the mouth and not be 
taken into the lungs. Vomitus taken into the lungs is a severe medical 
condition leading to immediate difficulty breathing and, within hours, severe 
pneumonia. 

• Even if the individual appears to become fully awake, alert, and oriented 
without any harm following a seizure, it is strongly recommended that he be 
referred for medical evaluation. 

• Individuals who awaken confused and disoriented should be given brief 
reassuring and soothing messages to reorient them as to what happened and 
where they are. 

Patients having a witnessed seizure can be treated with IV diazepam or lorazepam 
and ACLS protocol procedures. This reduces but does not completely prevent the 
likelihood of a second seizure. In the rare patient with recurrent multiple seizures 
or status epilepticus (continuous seizures of several minutes) an anesthesiology 
consultation may be required for general anesthesia. Evaluation of electrolyte 
disturbances, central nervous system (CNS) trauma, and consideration of 
sedative-hypnotic withdrawal should be reviewed. 

Patients who have had a single witnessed or suspected alcohol withdrawal seizure 
should be immediately given a benzodiazepine, preferably with IV administration. 
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One study indicated that a single dose of 1mg of IV lorazepam reduced recurrent 
seizure risk, reduced rates of return to emergency departments, and lowered 
hospitalization rates. Despite this report, the consensus panel agrees that 
hospitalization for further detoxification treatment is strongly advised to monitor 
and ameliorate other withdrawal symptoms, reduce suffering, and stabilize the 
patient for rehabilitation treatment. 

The addition of anti-epileptic drugs (AEDs) has not been established as effective. 
This is primarily based on evaluations of phenytoin (Dilantin and others). Newer 
AEDs have not been studied extensively for preventing alcohol withdrawal 
seizures. The consensus panel suggests that AED therapy should be considered in 
alcohol withdrawal patients with multiple past seizures (of any cause), a history of 
recent head injury, past meningitis, encephalitis, or family history of seizures. 
Further evaluation of a first seizure often warrants neurologic evaluation 
(computerized tomography and electroencephalogram), even if the seizure may 
be suspected to have been due to alcohol withdrawal. 

Patient Care and Comfort 

Interpersonal support and hygienic care along with adequate nutrition should be 
provided. Staff assisting patients in detoxification should provide whatever 
assistance is necessary to help get patients cleaned up after entering the facility 
and bathed thoroughly as soon as they have been medically stabilized. Attention 
to the treatment of scabies, body lice, and other skin conditions should be given. 
Screening for tuberculosis should be done. Dental and oral care should be made 
available. The patient should be screened for physical trauma, including bruises 
and lacerations. Tetanus immunization may be necessary. Patients with an altered 
mental status or altered level of consciousness should be seen in emergency 
departments, evaluated, and possibly hospitalized. Staff should continue to 
observe patients for head injuries after admission because some head injuries, 
such as subdural hematomas, may not immediately be evident and cost 
considerations may preclude obtaining a brain scan in some settings. 

Other Immediate Concerns 

Alcohol may interact with several classes of medicine to produce serious CNS 
depression. Some examples include benzodiazepines, barbiturates, meprobamate, 
and other sedative hypnotic groups. Metoclopramide and sedating antipsychotic 
medicines such as phenothiazines also can produce CNS suppression. A 
disulfiram-like (Antabuse) reaction characterized by flushing, sweating, 
tachycardia, nausea, and chest pain has been reported for metronidazole and 
several antibiotics including, but not limited to, cefamandole, cefoperazone, and 
cefotetan. Acetaminophen in low doses may act acutely with alcohol to produce 
hepatotoxicity (liver damage). Clinicians also should determine whether the 
patient is using aspirin or nonsteroidal anti-inflammatory medications (for 
example, Motrin or Advil, both containing ibuprofen) in conjunction with alcohol 
use. Antidiabetic agents in concert with alcohol may produce hypoglycemia (low 
blood sugar) and lactic acidosis (blood that has become too acidic). The 
therapeutic efficacy and margin of safety for the use of anti-anxiety medications, 
antidepressants, and antipsychotic medication is thought by some to be lessened 
by alcohol use, but this is based largely on anecdotal information. Alcohol 
interacts with numerous other classes of medications that lead to less serious 
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results. Some important examples are sedatives, tranquilizers, antiseizure 
medications, and anticoagulants (blood thinners) such as Coumadin. Patients who 
may be taking such medications need to be carefully observed and have their 
medications carefully monitored. 

Opioids 

Opioids are highly addicting, and their chronic use leads to withdrawal symptoms 
that, although not medically dangerous, can be highly unpleasant and produce 
intense discomfort. 

Opioid Withdrawal Symptoms 

All opioid agents produce similar withdrawal signs and symptoms with some 
variance in severity, time of onset, and duration of symptomatology, depending 
on the agent used, the duration of use, the daily dose, and the interval between 
doses. The Table below summarizes many of the common signs and symptoms of 
opioid intoxication and withdrawal. 

Signs and Symptoms of Opioid Intoxication and Withdrawal 
Opioid Intoxication Opioid Withdrawal 

Signs  
 
Bradycardia (slow pulse)  
 
Hypotension (low blood pressure)  
 
Hypothermia (low body temperature) 
 
Sedation  
 
Meiosis (pinpoint pupils)  
 
Hypokinesis (slowed movement)  
 
Slurred speech  
 
Head nodding  
 
Symptoms  
 
Euphoria  
 
Analgesia (pain-killing effects)  
 
Calmness  

Signs  
 
Tachycardia (fast pulse)  
 
Hypertension (high blood pressure)  
 
Hyperthermia (high body temperature)  
 
Insomnia  
 
Mydriasis (enlarged pupils)  
 
Hyperreflexia (abnormally heightened reflexes) 
 
Diaphoresis (sweating)  
 
Piloerection (gooseflesh)  
 
Increased respiratory rate  
 
Lacrimation (tearing), yawning  
 
Rhinorrhea (runny nose)  
 
Muscle spasms  
 
Symptoms  
 
Abdominal cramps, nausea, vomiting, diarrhea 
 
Bone and muscle pain  
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Signs and Symptoms of Opioid Intoxication and Withdrawal 
Opioid Intoxication Opioid Withdrawal 

 
Anxiety  

Source: Consensus Panelist Charles Dackis, MD 

The clinician uses intoxication and withdrawal measures as guides to avoid under- 
or overmedicating patients during medically supervised detoxification; the number 
and intensity of signs determine the severity of opioid withdrawal. It is important 
to appreciate that untreated opioid withdrawal gradually builds in severity of signs 
and symptoms and then diminishes in a self-limited manner. Repeated 
assessments should be made during detoxification to determine whether 
symptoms are improving or worsening. Repeated assessments also should 
address the effectiveness of pharmacological interventions. Detoxification 
strategies should aim to establish control over the opioid withdrawal syndrome, 
after which dose reductions can be made gradually. 

Medical complications associated with opioid withdrawal can develop and should 
be quickly identified and treated. Unlike alcohol and sedative withdrawal, 
uncomplicated opioid withdrawal is not life-threatening. Rarely, severe 
gastrointestinal symptoms produced by opioid withdrawal, such as vomiting or 
diarrhea, can lead to dehydration or electrolyte imbalance. Most individuals can be 
treated with oral fluids, especially fluids containing electrolytes, and some might 
require intravenous therapies. In addition, underlying cardiac illness could be 
made worse in the presence of the autonomic arousal (increased blood pressure, 
increased pulse, sweating) that is characteristic of opioid withdrawal. Fever may 
be present during opioid withdrawal and typically will respond to detoxification. 
Other causes of fever should be evaluated, particularly with intravenous users, 
because human immunodeficiency virus (HIV) infection, viral hepatitis, abscesses, 
infected injection sites, and pneumonia occur commonly in this population and 
always require medical attention. Anxiety disorders, especially those involving 
panic anxiety, also might show increased intensity during opioid withdrawal. 
Finally, any condition involving pain is likely to worsen during opioid withdrawal 
because of a reduced pain threshold and the lack of analgesia (pain relief) 
afforded by opioid use. This phenomenon is particularly common with dental pain 
and chronic back pain. 

Management of Withdrawal Without Medications 

It is not recommended that clinicians attempt to manage significant opioid 
withdrawal symptoms (causing discomfort and lasting several hours) without the 
effective detoxification agents discussed below. Even mild levels of opioid use 
commonly produce uncomfortable levels of withdrawal symptomatology. 
Management of this syndrome without medications can produce needless suffering 
in a population that tends to have limited tolerance for physical pain. 

Management of Withdrawal With Medications 

The management of opioid withdrawal with medications is most commonly 
achieved through the use of methadone (in addition to adjunctive medications for 



20 of 62 
 
 

nausea, vomiting, diarrhea, and stomach cramps). Federal regulations restrict the 
use of methadone for opioid withdrawal to specially licensed programs, except in 
cases where the patient is hospitalized for treatment of another acute medical 
condition. Methadone is the most frequently used agent approved for 
detoxification by the U.S. Food and Drug Administration (FDA), and a new 
medication, buprenorphine (discussed below), has been approved for use. 
Methadone can be used for detoxification from heroin and all opioid agonists. 

Another commonly used agent is clonidine, an alpha-adrenergic agonist that 
relieves most opioid withdrawal symptoms without producing opioid intoxication 
or drug reward. However, since clonidine detoxification is less effective against 
many opioid withdrawal symptoms, adjunctive medicines often are necessary to 
treat insomnia, muscle pain, bone pain, and headache. Adjunctive agents should 
not be used in the place of an adequate detoxification dosage. Additional opioid 
agonists could be used theoretically for detoxification but would have to be 
administered "off label," because the FDA has approved only methadone for this 
purpose. Off-label use (prescribing an agent approved for another condition) could 
be difficult to justify, given the efficacy of methadone in reversing opioid 
withdrawal. 

Detoxification is indicated for treatment-seeking persons who display signs and 
symptoms sufficient to warrant treatment with medications and for whom 
maintenance is declined or for some reason is not indicated or practical. In 
addition, individuals dependent on opioids sometimes are hospitalized for other 
health problems and may require hospital-based detoxification even though they 
are not seeking substance abuse treatment. Such patients also can be maintained 
on methadone during the course of hospitalization for any condition other than 
opioid addiction. The hospital does not have to be a registered opioid treatment 
program, as long as the patient was admitted for a detoxification treatment for 
some substance other than opioids. On the other hand, some persons may not 
have used sufficient amounts of opioids to develop withdrawal symptoms, and for 
others sufficient time may have elapsed since their last dose to extinguish 
withdrawal and eliminate the need for detoxification. 

Methadone 

While methadone is one of the more common medications for opioid 
detoxification, its use is highly regulated and it can only be prescribed for 
withdrawal by a doctor at a Substance Abuse and Mental Health Services 
Administration (SAMHSA)-certified methadone clinic or if the patient is being 
hospitalized for another medical condition. (Detoxification programs may become 
certified to prescribe methadone by undergoing the process described in the NGC 
summary of SAMHSA's TIP 43, Medication-Assisted Treatment for Opioid Addiction 
in Opioid Treatment Programs.) Federal regulations allow for the use of 
methadone in both a short-term detoxification treatment of less than 30 days and 
a long-term treatment of 30 to 180 days. The regulations also specify that if a 
patient has failed two detoxification attempts in a 12-month period he or she 
must be evaluated for a different course of treatment (e.g., ongoing opioid 
substitution therapy). 

Methadone is a long-acting agonist at the mu-opioid receptor site that, in effect, 
displaces heroin (or other abused opioids) and restabilizes the site, thereby 

http://www.guideline.gov/summary/summary.aspx?doc_id=8351&nbr=004674
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reversing opioid withdrawal symptoms. If maintained for long enough, this 
stabilizing effect can even reverse the immunologic and endocrinologic defects 
caused by long-term heroin addiction. This is one of many important reasons to 
consider conversion to maintenance during most methadone detoxification 
admissions. 

Once the dose requirement for methadone has been established, methadone can 
be given once daily and generally tapered over 3 to 5 days in 5 to 10 mg daily 
reductions. The initial dose requirement is determined by estimating the amount 
of opioid use and gauging the patient's response to administered methadone. 
Clinicians should take care not to underdose patients with methadone; adequate 
dosage is vitally important. Patients sometimes exaggerate their daily 
consumption to receive greater dosages of methadone. For this reason, history is 
no substitute for a physical examination that screens for signs of opioid 
withdrawal. Treating clinicians should not only be familiar with the intoxication 
and withdrawal signs that are set forth in the Table above, but also should be 
skilled in discerning these features of opioid withdrawal. Avoidance of 
overmedicating is crucial during methadone detoxification because excessive 
doses of this agent can produce overdose, whereas opioid withdrawal does not 
constitute a medical danger in otherwise healthy adults. For more information on 
methadone and other medications used to treat opioid addiction, see the NGC 
summary of SAMHSA's TIP 43, Medication-Assisted Treatment for Opioid Addiction 
in Opioid Treatment Programs. 

Patients with significant opioid dependence may require a starting dose of 30 to 
40 mg per day; this dose range should be adequate for even the most severe 
withdrawal. If the degree of dependence is unclear, withdrawal signs and 
symptoms can be reassessed 1 to 2 hours after giving a dose of 10 mg of 
methadone. The practice of giving a dose of methadone and later assessing its 
effect (also termed a challenge dose) is an important intervention of 
detoxification. Sedation or intoxication signs after a methadone challenge dose 
indicate a lower starting dose. Similarly, intoxication at any point of the 
detoxification signals the need to hold or more rapidly wean (reduce to a zero 
dose) the methadone. Care should be taken to avoid giving methadone to newly 
admitted patients with signs of opioid intoxication, since overdose could result. 
Note that methadone stabilization is the treatment of choice for patients who are 
pregnant and opioid dependent. 

Clonidine (Catapres) 

While clonidine is not FDA approved for treatment of opioid withdrawal, it is widely 
used "off label" for this purpose because the research literature substantiates its 
effectiveness for this condition. Advantages of clonidine over methadone in the 
treatment of opioid withdrawal are as follows: 

• Clonidine does not produce opioid intoxication and is not reinforcing. 
• The FDA does not classify clonidine as having abuse potential. Yet some 

abuse has been reported. (See below under the section on pregnant women 
and opioids.) 

• Since clonidine does not interact with the mu-opioid receptor, detoxification 
occurs without opioids. 

• No special licensing is required for the dispensing of this medication. 

http://www.guideline.gov/summary/summary.aspx?doc_id=8351&nbr=004674
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One disadvantage to methadone detoxification with naltrexone (an opioid 
antagonist), as compared with clonidine, is that naltrexone, when it is prescribed 
for abstinence, can precipitate opioid withdrawal if given too soon after the last 
methadone dose. This problem does not exist with clonidine, making this agent 
particularly beneficial in a drug-free treatment program or a therapeutic 
community. 

An appropriate protocol for clonidine is 0.1mg administered orally as a test dose. 
A dose of 0.2mg might be used initially for patients with severe signs of opioid 
withdrawal or for those patients weighing more than 200 pounds. The sublingual 
(under the tongue) route of administration also may be used. Clinicians should 
check the patient's blood pressure prior to clonidine administration and clonidine 
should be withheld if systolic blood pressure is lower than 90 or diastolic blood 
pressure is below 60. These parameters can be relaxed to 80/50 in some cases if 
the patient continues to complain of withdrawal and is not experiencing symptoms 
of orthostatic hypotension (a sudden drop in blood pressure caused by standing). 
Clonidine (0.1 to 0.2 mg orally) can then be given every 4 to 6 hours on an as-
needed basis. Clonidine detoxification is best conducted in an inpatient setting, as 
vital signs and side effects can be monitored more closely in this environment. In 
cases of severe withdrawal, a standing dose (given at regular intervals rather than 
purely "as needed") of clonidine might be advantageous. The daily clonidine 
requirement is established by tabulating the total amount administered in the first 
24 hours, and dividing this into a three or four times per day dosing schedule. 
Total clonidine should not exceed 1.2 mg the first 24 hours and 2.0 mg after that, 
with doses being held in accordance with parameters noted above. The standing 
dose is then weaned over several days. Clonidine must be tapered to avoid 
rebound hypertensions. 

The clonidine transdermal (administered through the skin) patch, FDA approved in 
1986 for the treatment of hypertension (high blood pressure), also is used in 
opioid detoxification. However, the safety of the patch for treatment of opioid 
withdrawal has not been sufficiently studied in controlled clinical trials. The 
transdermal route of administration has the disadvantage of continued clonidine 
action even after the patch has been removed. Blood pressure effects of clonidine 
can therefore be prolonged, leading to undesirable and persistent reductions of 
blood pressure. For this reason, it has been recommended that the patch be used 
only if the patient's blood pressure is monitored regularly. 

The clonidine patch is available in three sizes that deliver a total daily oral 
equivalent clonidine dose of 0.2 mg (3.5 cm2), 0.4 mg (7.0 cm2), or 0.6 mg (10.5 
cm2). The patch supplies clonidine for up to 7 days and one patch application 
usually is sufficient. The convenience of one application allows the clinician to 
avoid the disruption that multiple dosing might have during rehabilitative 
programming. In particular, patients can focus on rehabilitative treatment without 
being distracted by the need to ask repeatedly for oral clonidine doses. Vital signs 
should be monitored at least four times daily to assess persistent signs and 
symptoms of withdrawal or undesirable effects of clonidine on blood pressure. 

Buprenorphine 

Buprenorphine, a partial mu-opioid agonist that is FDA approved in an injectable 
form (Buprenex) for the treatment of pain, has recently been approved as a 
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detoxification agent and for opioid maintenance treatment as an alternative to 
methadone maintenance. A number of clinical trials have reported it to be 
effective for heroin detoxification, and the medication should play an important 
role in gradually removing patients from methadone maintenance. 

Terminating Methadone Maintenance Treatment 

Individuals seeking the discontinuation of methadone maintenance require a much 
more lengthy detoxification process than that described above for heroin. The 
methadone dose should be tapered gradually by 5 to 10 mg/week until a daily 
dose of 30 to 40 mg has been attained. At that time, detoxification with either 
clonidine or smaller doses of methadone can be instituted. The use of clonidine 
has the advantage of brevity as a complete clonidine detoxification usually can be 
conducted within 2 to 3 weeks. 

Once the daily dose requirement has been established by using the principles 
outlined above, the patient can be placed on a standing dose of clonidine. The 
dose required usually is in the range of 0.2 mg, three to four times daily, although 
titration (adjustment of dosage in light of drug response) is necessary based on 
the information gathered during the clinical examination. Additional doses as 
needed (sometimes abbreviated "PRN") of 0.2 mg clonidine also can be given and 
blood pressure parameters must be followed prior to the administration of 
standing and PRN doses to avoid orthostatic hypotension. The initial standing dose 
can be reduced to 0.1 mg, given three to four times daily, after one week of 
detoxification, with PRN doses of 0.1 mg available. After a period of 1 week on 
this reduced dosage, clonidine is given for an additional week only if needed. 
Because clonidine does not reverse all opioid withdrawal symptoms, especially 
insomnia, adjunctive medications for symptom relief of insomnia, nausea, 
diarrhea, etc. usually are required. Clonidine detoxification is best conducted on 
an inpatient basis to ensure appropriate vital sign monitoring. Inpatient treatment 
also reduces the impulse to relapse, especially if the detoxification is difficult. 

Methadone detoxification can be continued once a daily dose of 30 to 40 mg is 
achieved, as described above. The dose can be reduced to 20 mg per day by a 
reduction of 5 to 10 mg/week. Once the patient is on 20 mg/day, methadone can 
be reduced by 1 to 2 mg daily, depending on clinical measures of withdrawal. As 
with clonidine detoxification, the final 2 to 3 weeks of methadone detoxification is 
associated with recidivism (relapsing). Inpatient treatment, if available, can 
provide additional support, medical supervision, and rehabilitative treatment that 
serve as disincentives to relapse. 

Rapid and Ultrarapid Detoxification 

Although there are few data showing that the rapid or ultrarapid methods of 
opioid detoxification show a positive correlation with the likelihood of a patient's 
being abstinent a few months later, efforts persist to make the detoxification 
process shorter and easier. 

Rapid methods of detoxification have at their core the use of narcotic antagonists; 
for example, naloxone, naltrexone, or nalmefene, to precipitate narcotic 
withdrawal by displacing exogenous opioids (those not produced by the body 



24 of 62 
 
 

itself) from the receptor sites. The ensuing severe symptoms then are managed 
by a variety of medications and techniques. 

See the original guideline document for more information. 

Patient Care and Comfort 

Opioid detoxification, when properly conducted, usually can be concluded without 
significant patient discomfort. Aside from the compassionate goal of preventing 
unnecessary suffering, appropriate opioid detoxification strengthens the 
therapeutic alliance between the patient and clinician and prevents patients from 
leaving treatment prematurely. Discomfort also can indicate that too low a dose of 
the detoxification agent is being administered. Mere symptomatic treatment is not 
a substitute for reversing opioid withdrawal and care should be taken to avoid 
masking symptoms that would better respond to detoxification. 

Nevertheless, patients receiving adequate detoxification doses still may complain 
of symptoms that can be treated with adjunctive medications. Insomnia can be 
treated with diphenhydramine (Benadryl) 50 to 100 mg, trazodone (Desyrel) 75 
to 200 mg, or hydroxyzine (Vistaril) 25 to 50 mg at bedtime. Benzodiazepines 
should be avoided unless required for concomitant alcohol or sedative 
detoxification. Headache, muscle aches, and bone pain can be managed with 
acetaminophen (e.g., Tylenol), aspirin, or ibuprofen (e.g., Motrin) as needed. 
Abdominal cramps are rare when the detoxification dose is sufficient but can be 
ameliorated with dicyclomine (e.g., Bentyl) 10 to 20 mg every 6 hours. Mylanta or 
Maalox can be administered for epigastric complaints and bismuth subcarbonate 
(e.g., Pepto-Bismol) 30 cc can be given every 2 to 3 hours for diarrhea. 
Constipation, a frequent complaint during methadone maintenance, usually can be 
managed with milk of magnesia at 30 cc daily. 

Opioid dependence, particularly intravenous heroin dependence, is associated with 
a number of medical conditions. For this reason, a complete physical examination, 
review of systems, and laboratory evaluation (when indicated) should be 
conducted. The patient should be screened for tuberculosis as well as for 
commonly encountered medical complications. These include HIV/Acquired 
Immune Deficiency Syndrome (AIDS), viral hepatitis (especially B and C), other 
sexually transmitted diseases, and opportunistic infections. Injection sites should 
be examined for infection or abscess and patients should be queried about night 
sweats, chills, nutritional intake, diarrhea and gastrointestinal distress, fever, and 
cough. History or evidence of trauma also should be elicited as part of a 
comprehensive assessment upon which a full treatment plan will be based. In 
general, patients should be ambulatory and able to participate in rehabilitative 
activities during detoxification. However, during the first 24 hours they may 
require bed rest or reduced activity. 

Benzodiazepines and Other Sedative-Hypnotics 

Intoxication and Withdrawal Symptoms Associated With Benzodiazepines 
and Other Sedative-Hypnotics 

Patients intoxicated with sedative-hypnotics appear similar to individuals 
intoxicated with alcohol. Slurred speech, ataxia, and poor physical coordination 
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are prominent. If benzodiazepines are used alone, breath and blood alcohol levels 
should be zero. It should be remembered that benzodiazepines, when ingested 
alone, intentionally, or accidentally in overdose, rarely lead to death by 
themselves. Unfortunately, most individuals who ingest benzodiazepines also may 
be using alcohol, other sedative-hypnotics, or other drugs of abuse, which in 
combination with benzodiazepines could be fatal if not managed appropriately. 

Management of benzodiazepines and other sedative-hypnotics in overdose is in 
part supported following principles of ACLS with particular attention to ventilation. 
Additionally, removal of the benzodiazepine from the gastrointestinal tract using 
lavage and a cathartic is generally carried out, particularly if the overdose is 
recent. Flumazenil (Romazicon) is a competitive antagonist that acts at the 
benzodiazepine receptor. It can reverse the sedative and overdose effects of 
benzodiazepines but not of alcohol or other sedative-hypnotics. The medication is 
administered via IV by slow push (2 to 3 minutes) and dosage varies, depending 
on whether one is treating sedation reversal or overdose coma-reversal. 
Flumazenil is only effective in benzodiazepine overdose and is not an effective 
antidote against other drugs. Clinicians should be aware that in chronic 
benzodiazepine users who are physically dependent, flumazenil may induce 
seizures, high blood pressure, and delirium. So patients who are comatose from 
benzodiazepines and are benzodiazepine dependent may move quickly from coma 
to acute benzodiazepine withdrawal symptoms when flumazenil is administered. 

Assessing the potential or actual severity of a benzodiazepine and other sedative-
hypnotic abstinence syndrome is based primarily on clinical information obtained 
from the patient, significant others, and physical assessment. Confirmation of 
length of benzodiazepine treatment with significant others, local pharmacies, and 
treating physicians is useful. Specific name of medication, dose, and duration of 
therapy are vital. The presence or absence of alcohol use is also important to 
know, as with the use of other sedative-hypnotics, such as medications for sleep. 
The existence of co-occurring psychiatric disorders such as panic disorder also is 
an important factor and should be investigated. Cigarette smoking tends to induce 
the metabolism of some benzodiazepines and this can be a factor in scheduling a 
taper. Physical assessment, with particular attention to mental status, and 
neurologic exams are important. Determination of vital signs also provides 
guidance. A urine drug screen may confirm the presence of benzodiazepines but 
otherwise will not be particularly helpful. Although sedative-hypnotic withdrawal 
scales have been used in research studies, they are not widely available for 
clinical practice. 

Medical complications of withdrawal from benzodiazepines include problems 
similar to those seen in alcohol withdrawal. Seizures are particularly worrisome 
and may occur without being preceded by other evidence of withdrawal. As in 
alcohol withdrawal, seizures and delirium represent the most extreme pathology 
seen. Anecdotal reports appearing in the literature also have described distortions 
in taste, smell, and other perceptions. Since many individuals who take 
benzodiazepines have underlying anxiety disorders, it often is difficult during 
periods of withdrawal to determine whether symptomatology is related to 
withdrawal or the emergence of panic attack symptoms. Elderly patients who are 
being withdrawn from benzodiazepine are at risk for falls and myocardial 
infarctions. Delirium without marked autonomic hyperactivity (no elevations of 
pulse, blood pressure, or temperature) also may be seen in the elderly. The 



26 of 62 
 
 

management of benzodiazepine withdrawal is not recommended without medical 
supervision. All benzodiazepines should be tapered rather than stopped abruptly, 
regardless of dose or duration of use--unless it is a matter of use for only a few 
days. 

Management of Withdrawal With Medications 

There are a limited number of controlled trials that can provide guidance 
regarding the management of benzodiazepine and other sedative-hypnotic 
withdrawal. One strategy that is appropriate is to begin with a slow taper of the 
benzodiazepine that the patient already is taking. This taper may be conducted 
over several weeks or perhaps even months. This may be effective in cases of 
long-acting benzodiazepines but often is not effective in detoxification from short 
half-life benzodiazepines. Sometimes switching to another benzodiazepine in a 
patient who has had serious loss of control and abuse problems with his primary 
agent is therapeutic. Another strategy is to switch the patient to another 
benzodiazepine with a long half-life. Frequently chlordiazepoxide and clonazepam 
are recommended. Figures 4-5 and 4-6 in the original guideline document give 
the equivalent doses of these medicines along with numerous other sedative-
hypnotics and benzodiazepines. 

Another alternative is phenobarbital substitution. For patients who have used high 
doses of benzodiazepines for an extended period of time, hospitalization is always 
prudent. Outpatient detoxification should be reserved for patients whose doses of 
benzodiazepines were mainly in therapeutic ranges, who do not have 
polysubstance dependence, and who are reliable and have reliable significant 
others to aid in monitoring and supervising their progress. In the outpatient 
setting, patients and families need to be informed that even with sound 
withdrawal treatment, seizures and delirium are possible. The individual should be 
instructed not to drive or operate dangerous machinery during treatment and 
perhaps for several weeks thereafter. Recurring assessment will be necessary, 
particularly around times of dosage reductions. Pregnant patients will need to be 
detoxified slowly and in consultation with an obstetrician. 

A variety of cognitive and behavioral techniques have been proposed to assist in 
the presence of a medication taper. These techniques alter negative cognitions 
regarding medication cessation, provide patient education, and provide alternative 
cognitive and behavioral techniques for anxiety reduction and sleep enhancement 
during detoxification. 

Anticonvulsants such as carbamazepine and valproate, as well as sedating 
antidepressants such as trazodone and imipramine, have been advocated for use 
in withdrawal. One study found that these drugs have some beneficial effect in the 
management of relatively low-dose benzodiazepine discontinuation in their ability 
to reduce patients' subjective complaints, but that, in more severe withdrawal 
syndromes, they do not decrease symptoms. Imipramine can lower the seizure 
threshold and therefore is not recommended. The use of anticonvulsants is 
probably best reserved as an adjunctive medicine to the long-acting 
benzodiazepine or phenobarbital. The use of buspirone for benzodiazepine 
detoxification is ineffective and should not be considered. For patients with major 
autonomic symptoms during withdrawal that cannot be controlled by the primary 
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treating agent, consideration of the use of a low dose of clonidine or propranolol 
may be helpful. 

Preparing patients and starting detoxification during a period of low external 
stressors, with patient commitment to tapering, and a plan to manage underlying 
anxiety disorders, also are important in detoxification. A flexible detoxification 
schedule is advised. During periods of increased withdrawal symptoms, dosage 
should be stabilized or even increased for a period of days. Frequent in-person or 
phone contact with the patient is vital. Patients being detoxified in the outpatient 
setting may need to be seen several times per week, especially at times of dosage 
reductions. 

Stimulants 

Cocaine and amphetamines (such as methamphetamine) are the most frequently 
abused central nervous system stimulants. 

Stimulant Withdrawal Symptoms 

Stimulants are associated with withdrawal symptoms that differ markedly from 
those seen with opioid, alcohol, and sedative dependence (see the Table below). 
While most clinicians believe that alcohol and heroin withdrawal should be treated 
aggressively with detoxification, there has been little emphasis on treating 
symptoms of stimulant withdrawal. Consequently, no medications have been 
developed for this purpose. This situation is understandable because stimulant 
withdrawal usually does not involve medical danger or intense patient discomfort. 
However, if stimulant withdrawal predicts poor outcome, it may be a reasonable 
target for clinical interventions. 

An often overlooked but potentially lethal "medical danger" during stimulant 
withdrawal is the risk of a profound dysphoria (depression, negative thoughts and 
feelings) that may include suicidal ideas or attempts. This may be, in part, a 
physiological response to cocaine or amphetamine withdrawal and, in part, a 
reaction to individuals' acute realization of the devastating psychosocial 
consequences after a binge ends. While both cocaine and amphetamine users may 
experience depression during withdrawal, the period of depression experienced by 
amphetamine users is more prolonged and may be more intense. Amphetamine 
users, in particular, should be monitored closely during detoxification for signs of 
suicidality and treated for depression if appropriate. 

Although the literature on cocaine withdrawal is controversial, reasonable 
consensus supports the constellation of symptoms depicted in the Table below. 
These symptoms often disappear after several days of stimulant abstinence but 
can persist for 3 to 4 weeks. In addition, since individuals addicted to stimulants 
often fail to achieve abstinence, withdrawal symptoms can be a persistent 
component of active addiction. In addition, individuals addicted to stimulants may 
experience impairment in hedonic function (ability to experience pleasure) that 
has been ascribed to stimulant-induced disruptions of endogenous reward centers. 

Stimulant Withdrawal Symptoms 
• Depression • Poor concentration 
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Stimulant Withdrawal Symptoms 
• Hypersomnia (or insomnia) 
• Fatigue 
• Anxiety 
• Irritability 

• Psychomotor retardation 
• Increased appetite 
• Paranoia 
• Drug craving 

Although cocaine withdrawal has traditionally been viewed as relatively mild, 
evidence suggests that individuals dependent on cocaine with severe stimulant 
withdrawal are more likely to have a poor clinical outcome. The level of 
withdrawal symptoms, therefore, may be clinically significant and should be 
monitored and recorded for future treatment. One study reported significantly 
higher dropout rates in individuals dependent on cocaine who scored high on the 
Cocaine Selective Severity Assessment (CSSA), a reliable and valid structured 
interview designed to capture cocaine withdrawal symptoms. See appendix C in 
the full-text guideline document for more information on the CSSA (see 
"Availability of Companion Documents" field). Given the poor prognosis associated 
with cocaine withdrawal, it is reasonable that more clinical attention be directed 
toward this phenomenon. 

Medical Complications of Stimulant Withdrawal 

As previously noted, stimulant withdrawal is not usually associated with medical 
complications. However, patients with recent cocaine use can experience 
persistent cardiac complications, including prolonged QTc interval and 
vulnerability for arrhythmia and myocardial infarction. QT is an interval of time 
that can be measured on an electrocardiogram (between the q wave and the t 
wave), while QTc is the relative (or "corrected") QT interval. Some conditions and 
many drugs (levo-alpha-acetyl-methadol [LAAM], other opioids, and even 
antibiotics) can cause the interval to lengthen and this can result in cardiac 
rhythm disturbances. Anterior chest pain or cardiac symptoms should therefore be 
fully evaluated in these individuals. Seizures also may be a complication of 
stimulant abuse and can occur during detoxification. Persistent headaches could 
represent a subdural, subarachnoid, or intracerebral bleed (bleeding in or around 
the brain) and should be appropriately evaluated. It also should be emphasized 
that people who abuse stimulants usually become addicted to other substances, 
such as alcohol, sedatives, or opioids, and therefore can experience any of the 
complications ascribed to detoxification from these substances. Covert (secretive) 
use of other substances should be suspected and assessed with urine toxicology. 

Management of Withdrawal Without Medications 

The most effective means of treating stimulant withdrawal involves establishing a 
period of abstinence from these agents. Access to brief hospitalization, a level of 
care previously available for those who abuse stimulants, has been largely 
eliminated by managed care initiatives. In its place, intensive outpatient 
treatment can assist the patient to cease use long enough for withdrawal 
symptoms to abate entirely. The avoidance of cue-induced craving is particularly 
important in these individuals, especially in light of research that shows limbic 
activation (activity in a certain part of the brain) in response to cue-induced 
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craving. It also is important that individuals dependent on stimulants abstain from 
other addictive substances. 

Management of Withdrawal With Medications 

There are no medications with proven efficacy to treat stimulant withdrawal. 
However, researchers have investigated some medications for cocaine 
detoxification. Amantadine may help reduce cocaine use in patients with more 
severe withdrawal symptoms. Modafinil, an antinarcolepsy agent with stimulant-
like action, is currently under investigation by one research group as a cocaine 
detoxification agent. One small study in Thailand found the antidepressant 
mirtazapine (Remeron) was effective at reducing a number of the symptoms 
associated with amphetamine withdrawal. None of these medications, however, 
are approved for use in treating stimulant withdrawal and further research is 
needed. 

Patient Care and Comfort 

Since stimulant withdrawal is not associated with severe physical symptoms, 
adjunctive medications are seldom required. These patients often are sleep 
deprived and might be unable to benefit from therapeutic activities during the first 
24 to 36 hours of abstinence. They often are hungry and in need of large meal 
portions initially as their food intake may have been inadequate during active 
addiction. Stimulant users also may be irritable and care should be taken to avoid 
needless confrontation during the initial withdrawal phase. Headaches often are 
reported and can be treated symptomatically. Persistent headaches should be 
evaluated, as cocaine can produce cerebrovascular disease. Similarly, chest pain 
of possible cardiac origin should be evaluated medically with electrocardiography, 
cardiac enzymes, and appropriate medical attention. On occasion, patients 
undergoing withdrawal from cocaine or amphetamines report insomnia and may 
benefit from diphenhydramine (Benadryl) 50 to 100 mg, trazodone (Desyrel) 75 
to 200 mg, or hydroxyzine (Vistaril) 25 to 50 mg at bedtime. Benzodiazepines 
should be avoided unless required for concomitant alcohol or sedative 
detoxification. As stimulant withdrawal symptoms wane, patients are best treated 
with an active rehabilitative approach that combines entry into substance abuse 
treatment with support, education, and changes in lifestyle. 

Other Immediate Concerns 

Central nervous system stimulants exert most of their toxic effects through 
vasoconstriction (constriction of the blood vessels). Consequently, a number of 
medical conditions can arise from ischemia (lack of proper blood supply) or 
infarction (death of tissue as the result of lack of blood supply) as a result of 
stimulant use. Myocardial (heart muscle) infarction and stroke are widely 
recognized complications of stimulant use. However, other problems such as 
spontaneous abortion, bowel necrosis (tissue death), and renal (kidney) infarction 
also have been reported from cocaine-induced vasoconstriction. Cardiac 
arrhythmias also are common. Other medical problems that are associated with 
stimulant dependence include dental disease, neuropsychiatric abnormalities, and 
movement disturbances/disorders. 
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Antidepressants, such as selective serotonin reuptake inhibitors, can be prescribed 
for the depression that often accompanies methamphetamine or other 
amphetamine withdrawal. 

Inhalants/Solvents 

Withdrawal Symptoms Associated With Inhalants/Solvents 

The term "inhalants" is used to describe a large and varied group of psychoactive 
substances that all share the common characteristic of being inhaled for their 
effects. They are commonly found in household, industrial, and medical products. 
These drugs are used primarily by adolescents, although some, especially the 
nitrates, are used by adults as well. Figure 4-8 in the original guideline document 
presents some of the more commonly abused inhalants. 

Dependence on inhalants and subsequent withdrawal symptoms are both 
relatively uncommon phenomena. There is no specific or characteristic withdrawal 
syndrome that would include all drugs in the inhalant class. Intoxication with the 
solvents, aerosols, and gases often produces a syndrome most like that of alcohol 
intoxication but lasting only 15 to 45 minutes. Rarely, symptoms similar to 
sedative withdrawal have been described, including "fine tremors, irritability, 
anxiety, insomnia, tingling sensations, seizures and muscle cramps." Toluene 
withdrawal has been reported to cause delirium tremens. Longtime users also 
may exhibit weakness, weight loss, inattentive behavior, and depression. It has 
been reported that withdrawal symptoms can occur with as little as 3 months of 
regular usage. When present, the withdrawal typically lasts 2 to 5 days. 

In addition to their short-term intoxicating affects, nitrates are used to enhance 
sexual pleasure by vasodilation (dilation of blood vessels) that produces a rush 
and sensation of warmth. There is no withdrawal syndrome that has been 
associated with nitrate abuse. 

There are no specific assessment instruments available to measure inhalant 
withdrawal symptoms. A patient who presents with a history of inhalant use and 
symptoms of sedative-like withdrawal should alert the clinician to the possibility of 
inhalant withdrawal. These patients require a complete history and physical exam. 
Additionally, a blood alcohol level and urine drug screen are helpful in the cases of 
suspected polydrug abuse. 

Medical Complications of Withdrawal From Inhalants/Solvents 

There are a large number of medical complications associated with inhalant abuse 
and intoxication. Many of these complications are not the result of withdrawal but 
may still be seen when the patient presents to the clinician. Most inhalants 
produce some neurotoxicity with cognitive, motor, and sensory involvement. 
Additionally, damage to internal organs including the heart, lungs, kidneys, liver, 
pancreas, and bone marrow has been reported. 

Management of Withdrawal Without Medications 
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It is crucial to provide the patient with an environment of safety that removes him 
from access to inhalants. This can pose a challenge due to the almost universal 
availability of these drugs in society. Many of the medical consequences of 
inhalant usage will remit once the patient achieves abstinence. The patient should 
be monitored for withdrawal symptoms and changes in mental status. 

Most patients presenting for treatment of inhalant dependence will be 
adolescents. Ideally, they should be entered into an age-appropriate treatment 
program that meets their medical and psychosocial needs. Supportive care, 
including helping them to get enough sleep and a well-balanced diet, usually will 
be sufficient to get patients safely through withdrawal. 

Management of Withdrawal With Medications 

Patients presenting with only inhalant withdrawal are unusual. Clinicians should 
promptly ascertain if the patient has been abusing any other substances and 
proceed with appropriate detoxification as clinically indicated. When a patient 
presents with (1) a history of extensive inhalant usage, (2) a sedative-like 
withdrawal syndrome, and (3) no significant history or laboratory data that 
supports other substances, then the clinician can assume that the patient is in 
inhalant withdrawal. 

As noted before, withdrawal from inhalants is similar to withdrawal from sedative-
hypnotics. No systematic detoxification protocol has been established, although 
some clinicians have found phenobarbital useful. The usefulness of 
benzodiazepines is unknown but would seem a reasonable alternative given our 
current understanding of inhalant withdrawal. No other medications have been 
routinely used for inhalant withdrawal. 

Patient Care and Comfort 

For patients who have only been abusing inhalants, treatment of insomnia during 
withdrawal is not usually necessary. Sedative substitution during the period of 
detoxification may allow the patient to sleep. However, a period of post-
detoxification insomnia should be expected and usually can be treated by the 
recommendation of good sleep hygiene practices such as avoiding caffeine, 
daytime napping, and overstimulation in the evening. 

If the patient is able to refrain from inhalant (and other substance) use and has 
no serious psychiatric or medical consequences, then outpatient treatment should 
be the first option. Inpatient or residential treatment should be used for those 
patients who cannot achieve abstinence or have serious co-occurring medical or 
psychiatric disorders. Hospitalized patients will need a thorough history and 
physical exam. Therapy to address denial, addiction, and pertinent psychosocial 
issues should be initiated as soon as possible during the hospitalization. 
Supportive care and abstinence will resolve most medical problems associated 
with chronic inhalant usage. 

Nicotine 
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Treatment programs that have attempted to treat nicotine dependence in 
conjunction with other drugs of addiction have met with limited success and have 
generated increased interest in smoking cessation as a part of a patient's overall 
substance abuse treatment. One study reported that forcing unmotivated patients 
(or patients who did not consider smoking a problem) to quit was counter-
therapeutic. 

Moreover, it has traditionally been accepted that nicotine detoxification concurrent 
with detoxification from other substances makes the undertaking more difficult. 
Several factors are involved including the following: (1) patient ambivalence 
and/or lack of interest in smoking cessation; (2) physician ambivalence about the 
importance of smoking cessation early in treatment; (3) staff's use of nicotine; 
(4) staff's ambivalence about the importance of nicotine cessation early in 
treatment; (5) easy availability of cigarettes from peers, family, visitors, staff, 
and at 12-Step meetings; (6) lack of sufficient training and expertise on the part 
of physicians and staff in managing nicotine withdrawal; and (7) staff resistance 
to patient smoking cessation because withdrawal symptoms include irritability, 
anxiety, and depression, all of which can make patients more difficult to manage. 

Withdrawal Symptoms Associated With Nicotine 

The Diagnostic and Statistical Manual of Mental Disorders, 4th Edition, Text 
Revision (DSM-IV-TR) notes that typically, a person in nicotine withdrawal will 
have four or more of the signs presented in the Table below, though some 
clinicians believe that three or more is sufficient to make the diagnosis of nicotine 
withdrawal. Furthermore, it should be noted that symptoms vary in duration and 
intensity, with decreased heart rate and light-headedness resolving in 48 hours, 
while increased appetite may remain present for weeks to months. Smokers who 
have severe craving during withdrawal are less likely to be successful in their 
attempt at quitting. Depression during withdrawal also has been linked to relapse 
to smoking. 

DSM-IV-TR on Nicotine Withdrawal 
A. Daily use of nicotine for at least several weeks 
B. Abrupt cessation of nicotine use, or reduction in the amount of nicotine used, 

followed within 24 hours by 4 or more of the following signs:  
1. Dysphoric or depressed mood 
2. Insomnia 
3. Irritability, frustration, or anger 
4. Anxiety 
5. Difficulty concentrating 
6. Restlessness 
7. Decreased heart rate 
8. Increased appetite or weight gain 

C. The symptoms of Criterion B cause clinically significant distress or impairment 
in social, occupational, or other important areas of functioning. 

D. The symptoms are not due to a general medical condition and are not better 
accounted for by another mental disorder. 
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Source: American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 4th 
ed. Text Revision. Washington, DC: American Psychiatric Association, 2000. 

Assessing Severity 

See the original guideline document for information on tools for assessing the 
severity of nicotine dependence. 

Medical Complications of Withdrawal From Nicotine 

There are no major medical complications precipitated by nicotine withdrawal 
itself. However, patients frequently experience uncomfortable withdrawal 
symptoms starting within a few hours of cessation. In addition to the symptoms 
previously noted, patients may complain of increased coughing, a desire for 
sweets, and difficulty concentrating. Clinicians should be aware that withdrawal 
symptoms can masquerade as other psychiatric conditions, especially anxiety and 
depression (see Figure 4-12 in the original guideline document). 

See the original guideline document for information on the effect of smoking 
cessation on the metabolism of other drugs. 

Management of Withdrawal Without Medications 

About one third of current smokers attempt to quit smoking each year and more 
than 90 percent of these try to do so without any formal nicotine cessation 
treatment. Most smokers will make several attempts on their own to quit and 
ultimately, only about 50 percent are successful over a lifetime. While some 
smokers are able to quit on their own, others may require intervention in the form 
of behavioral treatment and/or pharmacotherapy. 

There are insufficient data available to determine who will benefit most from a 
particular type of treatment. Some patients may prefer to stop smoking without 
the use of medication. 

See the original guideline document for information about self-help interventions 
and behavioral interventions. 

Management of Withdrawal With Medications 

A U.S. Public Health Service panel recommends that all primary care physicians 
provide a five-step intervention, known as the "5 A's," to all tobacco users. The 
panel recommends that all smokers who want to quit should be offered active 
medication that has been approved for assisting in smoking cessation unless there 
is a medical contraindication. Figure 4-14 in the original guideline document 
provides a summary of the "5 A's" for brief intervention. 

Nicotine Replacement Therapy (NRT) 

Nicotine polacrilex gum was approved by the FDA in 1984. In the 1990s other 
NRTs received FDA approval, including the nicotine transdermal patch, the 
nicotine nasal spray, and the nicotine inhaler. Nicotine gum and nicotine 



34 of 62 
 
 

transdermal patch are now available over the counter. After the acute withdrawal 
period, patients are then weaned off the medication until they become nicotine 
free. All NRTs are effective, with 1-year quit rates between 11 and 34 percent. 

In general, withdrawal symptoms from NRTs are mild compared to those that 
occur in smoking cessation, and continued use of these products may be the 
result of patients' fear of returning to active smoking . For those patients who 
continue to use NRTs, providers should balance the patient's continued 
dependence on nicotine with the considerable health benefit of decreasing active 
tobacco usage. It is clear that constituents of tobacco other than nicotine are 
responsible for causing cancer. No ill effects have been attributed to long-term 
use of nicotine replacement therapy. 

Bupropion SR 

Bupropion SR (Sustained Release) was initially manufactured under the name 
Wellbutrin as a treatment for major depressive disorder. In 1997, the FDA 
approved bupropion SR for smoking cessation, and it has been marketed under 
the name Zyban. Bupropion is a novel antidepressant that is involved primarily 
with dopamine but also affects adrenergic mechanisms in the central nervous 
system. Its exact mechanism of action is unknown, but it is not a nicotine 
substitute or replacement like the NRTs. The recommended dose is 150 mg daily 
for 3 days and then 150 mg twice daily for 7 to 12 weeks. Typically patients set 
their quit date 1 to 2 weeks from the time they start the medication in order to 
get the drug to therapeutic levels. This is an ideal time for the patient to focus on 
making behavioral changes and enlisting social support to augment his quit 
attempt. Bupropion SR has proven useful in smoking cessation with a 12-month 
abstinence rate of 35.5 percent compared to a placebo at 15.6 percent and the 
nicotine patch at 16.4 percent. The most commonly reported side effects include 
dry mouth and insomnia. Bupropion SR should not be used in patients with a 
history of seizures, heavy alcohol use, head trauma, or with anorexia or bulimia. 

Other Nonnicotine Pharmacotherapy 

Clonidine may be a helpful adjunct to nicotine replacement during acute nicotine 
withdrawal. Doses of 0.05mg to 0.1mg three times a day can be tried as tolerated 
(sedation and low blood pressure are concerns), and the medication needs to be 
tapered when discontinued to avoid rebound hypertension. 

The Public Health Service's Treating Tobacco Use and Dependence: Clinical 
Practice Guideline has classified nortriptyline and clonidine as second-line 
treatments. Clonidine is an antihypertensive and may be appropriate for patients 
addicted to certain types of drugs but not appropriate for others. The 
antidepressant selective serotonin reuptake inhibitor (SSRI) fluoxetine has been 
tested in a number of multisite trials and found to have a small benefit at best, 
although for patients who experience mild depressive states it may be a 
worthwhile adjunctive treatment. 

Combination Drug Therapy 

Combining NRT Products 
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So-called "combination NRT" involves combining different types of nicotine 
replacement products, such as the patch and gum, on the premise that doing so 
will boost nicotine blood levels. Further rationale for this practice is that a 
"passive" nicotine delivery system (i.e., patch) produces relatively steady levels of 
nicotine in the body that prevent the user from going below a threshold minimum 
while "active" NRTs (i.e., gum, inhaler, spray, sublingual tablet, etc.) permit the 
user to respond to situational cravings with ad libitum dosing on an acute basis. 
Several clinical trials have evaluated the effectiveness of combining available NRT 
products. After reviewing available data, the Public Health Service's Guideline 
panel felt that there was moderately strong evidence to conclude that "Combining 
the nicotine patch with a self-administered form of nicotine replacement therapy 
(either the nicotine gum or nicotine nasal spray) is more efficacious than a single 
form of nicotine replacement, and patients should be encouraged to use such 
combined treatments if they are unable to quit using a single type of first-line 
pharmacotherapy." 

NRT Using High-Dose Nicotine Patch Therapy 

The effect of this strategy has been small and the routine use of higher dose 
patches is not recommended. 

Combining Nicotine Patch and Bupropion SR 

In a double-blind, placebo-controlled study, the combination of bupropion SR and 
the nicotine transdermal patch showed higher abstinence rates at 12 months 
(35.5 percent) compared to bupropion SR alone (30.3 percent), nicotine patch 
alone (16.4 percent), or placebo patch and pill group (15.6 percent). This 
combination was well tolerated. Clinicians who use this combination should first 
start the patient on bupropion SR 150 mg for 3 days and then increase the dosage 
to 150 mg twice daily for 1 to 2 weeks prior to the day of smoking cessation. On 
the "quit day," nicotine patch therapy should be initiated and the combination 
treatment continued for 3 to 6 months. 

Patient Care and Comfort 

Most smokers attempt cessation on an outpatient basis and without any 
assistance from professionals. However, if a patient decides that she or he wants 
help with smoking cessation, it is important for the clinician to present a 
supportive and nonjudgmental attitude and develop a therapeutic alliance with the 
patient. It must be emphasized that nicotine dependence is a chronic relapsing 
disorder and that patients often make several attempts at quitting before 
succeeding. 

Most smokers who want treatment will seek help from their primary care 
physician. The physician has the responsibility of providing pharmaceutical 
treatment, education about common problems associated with cessation, and 
emotional support to patients attempting to quit. Discussing nicotine withdrawal 
symptoms can often help allay patient concerns. 

Fear of weight gain is a barrier for many who want to quit smoking. This is an 
especially important issue for women and may deter their attempts to stop 
smoking. Though the health gains of stopping smoking clearly outweigh the health 
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risks of weight gain, this argument does little to assuage patients' fears. Dieting 
during smoking cessation is not recommended in general and has been shown to 
increase the likelihood of smoking relapse. Physicians should, however, 
recommend both exercise and proper nutrition for patients attempting to stop 
smoking. Patients should be informed that alcohol use also is considered a risk 
factor for relapse to smoking by most clinicians, and patients who can abstain 
from drinking during the withdrawal period should do so. 

Patients generally will find a smoke-free environment helpful during quit attempts. 
If the patient lives in a household where others smoke, household members and 
friends can help by not smoking in front of the patient and limiting the number of 
smoking cues in their residence. 

Patients with more severe nicotine dependence may benefit from enrollment in a 
specialized smoking cessation program. They might also benefit from more 
intensive medical management using several drugs (NRT + anticraving), 
medication for longer periods of time, closer follow-up, and longer enrollment in 
treatment. There are a number of cessation programs available from 
organizations such as the American Lung Association (www.lungusa.org) and the 
American Cancer Society (www.cancer.org). Some community and local 
organizations also sponsor smoking cessation programs. For the most severely 
dependent smokers, there are a limited number of residential facilities that treat 
nicotine dependence on an inpatient basis. Providers of detoxification services 
should be familiar with the programs available in their communities in order to 
make referrals. 

Marijuana and Other Drugs Containing delta-9-Tetrahydrocannabinol 
(THC) 

Marijuana and hashish are the two substances containing THC commonly used 
today. The THC abstinence syndrome usually starts within 24 hours of cessation. 
The amount of THC that one needs to ingest in order to experience withdrawal is 
unknown. It can be assumed, however, that heavier consumption is more likely to 
be associated with withdrawal symptoms. The most frequently seen symptoms of 
THC withdrawal are anxiety, restlessness and irritability, sleep disturbance, and 
change in appetite (usually anorexia). Other symptoms of withdrawal are less 
frequently seen and appear to include tremor, diaphoresis (sweating), tachycardia 
(elevated heart rate), and GI disturbances, including nausea, vomiting, and 
diarrhea. Cognitive difficulties including depression also have been reported and 
may persist but usually improve with time. There are no medical complications of 
withdrawal from THC, and medication is generally not required to manage 
withdrawal. 

Clinicians may see a variety of the symptoms mentioned above, but these 
generally require no immediate medication during the detoxification period and 
usually are self-limiting. However, the clinician should be aware of the potential 
for more persistent problems. Screening the patient for suicidal ideation or other 
mental health problems is warranted. Some reviews have advocated the use of 
buspirone as an alternative to benzodiazepines for the management of persistent 
generalized anxiety. Other common problems encountered during withdrawal can 
be managed with nonaddictive, supportive medications. For patients with more 
persistent difficulty sleeping, clinical experience suggests that Trazodone may be 

http://www.lungusa.org/
http://www.cancer.org/
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useful. Trazodone can lead to low blood pressure upon standing, dizziness, and 
may increase falls, particularly in individuals over age 60. Benzodiazepines and 
other addictive medications should be avoided. 

The patient should be encouraged to maintain abstinence from THC as well as 
other addictive substances. Some patients will require a substance-free, 
supportive environment to achieve and maintain abstinence. Clinicians should 
educate all patients about the effects of withdrawal, validate their complaints, and 
reassure them that their symptoms will likely improve with time. Symptomatic 
relief may be provided in order to increase the patient's comfort. 

Anabolic Steroids 

High doses of anabolic steroids can be medically dangerous but side effects, 
usually involving endocrine, liver, central nervous system, and cardiac function, 
tend to be reversible upon cessation of anabolic steroid use. However, neither 
cessation nor disclosure of anabolic steroid use can be assumed when treating 
these individuals. 

Withdrawal Symptoms Associated With Steroids 

Anabolic steroids can be associated with withdrawal symptoms emerging after 
their abrupt discontinuation. Withdrawal symptoms include (in descending order 
of prevalence) craving for more steroids, fatigue, depression, restlessness, 
anorexia (loss of appetite), insomnia, reduced libido (sex drive), headaches, and 
nausea. It is not known how commonly this syndrome occurs, but steroid 
withdrawal appears more likely in heavy users. The clinician's index of suspicion 
should be raised when evaluating individuals who are predisposed to steroid 
misuse and who exhibit these symptoms. Also indicative of possible steroid abuse 
are certain physiological signs of androgen exposure, including hair loss, acne, 
dysuria (difficult or painful urination), small testicles, edema of the extremities, 
and rapid weight gain. Females can develop decreased breast size, acne, virilism 
(clitoral enlargement, excessive and abnormal bodily hair growth, male pattern 
baldness) and amenorrhea (suppression of menstruation). Males who abuse 
steroids have been reported to possess a distorted body image and may 
inaccurately view themselves as small and weak. 

Medical Complications of Steroid Withdrawal 

Due to anabolic steroids' long duration of action, side effects that might emerge 
cannot be quickly reversed by the discontinuation of these substances. Therefore, 
related side effects might require medical management beyond the simple 
recommendation that steroids immediately be discontinued. Persistent side effects 
include urinary tract infections, bladder irritability, skin blistering (at the injection 
site), erythema (abnormal skin redness) when given as a skin patch, and priapism 
(prolonged erections lasting hours). The latter condition involves a painful penile 
erection and constitutes an emergency that requires specialized medical attention. 
Edema (swelling) of the hands or feet, commonly seen with anabolic steroids, can 
be treated with diuretics (medications that increase urine flow). Elevated liver 
function tests and jaundice usually resolve with cessation of anabolic steroid 
administration, although hepatic carcinoma (cancer of the liver) has been 
reported. Other side effects such as headache, nausea, vomiting, acne, insomnia, 
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and lethargy are time-limited and resolve after steroid cessation. Behavioral 
disturbances, such as psychosis or severe aggressiveness, should be treated 
symptomatically with appropriate psychopharmacological interventions. In 
extreme cases of psychotic or manic presentations, emergency psychiatric 
hospitalization might be necessary to address dangerousness to self or others. 

Management of Steroid Withdrawal 

There is no recommended detoxification protocol for anabolic steroids. The key 
medical goal is that of persuading the patient to cease steroid misuse. This 
intervention should be followed by evaluating and treating any side effects 
(discussed above) that might be present. Interventions directed toward cessation 
should involve patient education regarding the dangers and medical complications 
of anabolic steroids, their behavioral effects, and a thorough evaluation of the 
patient's rationale for misuse. A family meeting often is helpful if agreed upon by 
the patient. Unfortunately, education alone often is insufficient. Patients with 
distorted body images might be especially difficult to dissuade from steroid 
misuse, and referral to psychotherapy by a qualified clinician trained in the 
treatment of body image disorder should be considered. Similarly, patients who 
derive significant muscle gain from anabolic steroids might be resistant to 
cessation and may conceal continued steroid use. 

Patient Care and Comfort 

Patient comfort during steroid withdrawal can be achieved by addressing side 
effects, if present, that are discussed above. Counseling also is a useful 
intervention and specialized psychiatric interventions may be necessary. If the 
individual also is using other substances of abuse, referral to drug or alcohol 
rehabilitative treatment should be made. 

Club Drugs 

Club drugs represent diverse classes of drugs that include sedative-hypnotic type 
agents as well as stimulant/hallucinogens. 

Abuse of these drugs by adolescents and young adults has risen greatly in recent 
years. All healthcare professionals need familiarity with their short- and long-term 
effects. Although withdrawal syndromes have been reported with some of these 
drugs, this is not the most common clinical problem. Intoxication and severe 
intoxication with overdose are more frequent problems. With some of these 
compounds, there appears to be the potential for neurotoxicity (destructive 
effects on the nervous system) and persistent psychiatric and neurologic 
syndromes. At the present time, much of the available information regarding club 
drugs comes from surveys and anecdotal case reports. Human laboratory studies 
and rigorously controlled clinical trials are not common. 

One difficulty in assessing the effects of intoxication, overdose, withdrawal, and 
long-term health consequences of club drugs is that in general, there are no 
baseline evaluations of individuals before they used club drugs. Also, these 
individuals abuse more than one substance. Some of these patients may have had 
moderate to severe psychopathology (including psychosis) prior to their 
introduction to club drugs. 
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Hallucinogens 

Hallucinogens are a broad group of substances that can produce sensory 
abnormalities and hallucinations. Most hallucinogens have some adrenergic effects 
as well. Hallucinogens also are referred to as psychedelics and psychomimetics. 
The more traditional hallucinogens such as lysergic acid diethylamide (LSD) are 
considered primarily serotonergic-acting agents. Some of the other compounds 
include phenylethylamines which have hallucinogenic properties but act like 
amphetamines as well. These drugs include mescaline and MDMA (3,4-
methylenedioxy-N-methylamphetamine). Other drugs include MDA (3, 4-
methylenedioxyamphetamine) and DOM (4-methyl-2,5-dimethoxyamphetamine). 
(See section on ecstasy below.) Other hallucinogens are acetylcholine antagonists. 
These include belladonna, drugs such as benzotrophine used to treat parkinsonian 
symptoms, and many common over-the-counter antihistamines. 

Hallucinogen intoxication often begins with autonomic effects, sometimes nausea 
and vomiting, and mild increases of heart rate, body temperature, and slight 
elevations of systolic blood pressure. Dizziness and dilated pupils may occur. The 
prominent effects during intoxication are sensory distortions with illusions and 
hallucinations. Visual distortions are more common than auditory or tactile ones. 
So-called "bad trips" may involve anxiety including panic attacks, paranoid 
reactions, anger, violence, and impulsivity. Either due to delusions or 
misperceptions, individuals may feel they can fly or have special powers, and thus 
injure themselves in falls or other accidents. Suicide attempts also can occur 
during "bad trips" and possible suicidal ideation should be carefully evaluated, 
even though it may be quite transient. 

Withdrawal syndromes have not been reported with hallucinogens; however, 
considerable attention has been paid to residual effects such as delayed 
perceptual illusions with anxiety, "flashbacks," residual psychotic symptoms, and 
long-term cognitive impairment. Controversies around these issues are not 
important in the clinical setting. The important thing is to determine whether 
residual symptoms are present and provide an appropriate environment and 
appropriate care for the individual who has them. Generally, staff of emergency 
rooms, clinics that treat people who abuse substances, and social detoxification 
centers have individuals who are very familiar with "talking down" individuals with 
bad hallucinogenic trips. 

Acute intoxication and bad trips usually can be managed with placement of the 
individual in a quiet, nonstimulating environment with immediate and direct 
supervision so that the patient does not cause harm to herself or to others. 
Occasionally, a low dose of a short- or intermediate-acting benzodiazepine may be 
useful to control anxiety and promote sedation. Individuals with chronic 
depressive-like reactions may require antidepressant therapy. Individuals with 
residual psychotic symptoms are likely to require antipsychotic medications. On 
rare occasions, the use of a low dose, high-potency antipsychotic medication may 
be required orally or parenterally (any method other than the digestive tract, e.g., 
intravenously, subcutaneously, or intramuscularly). Assessment of residual 
psychiatric and cognitive symptoms should be made prior to treatment referral. 

Gamma-hydroxybutyrate (GHB) 
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GHB use has increasingly been reported in night clubs and at raves by adolescents 
and young adult populations. GHB is a compound that is produced in the central 
nervous system, and it acts as an inhibiting neurotransmitter similar to GABA. In 
pharmacologic (medication-proportioned) doses, GHB serves as a sedative-
hypnotic medication. GHB intoxication may look like alcohol or sedative-hypnotic 
intoxication. 

One study describes a GHB withdrawal syndrome, noting that it shares features of 
both alcohol and benzodiazepine withdrawal. This study found this syndrome most 
pronounced in patients who have taken GHB around-the-clock, at 2- to 4-hour 
intervals. The GHB withdrawal syndrome has the prolonged duration of symptoms 
found in benzodiazepine withdrawal and features delirium tremens that appear 
early (often within an hour) with peak manifestations occurring within 24 hours; 
the delirium may last up to 14 days. Confusion, psychosis, and delirium are the 
most prominent features of GHB withdrawal, and the autonomic effects (i.e., 
tremor, diaphoresis [sweating], hypertension, and temperature changes) are less 
severe than found in alcohol withdrawal. The study notes that brief periods of 
significant tachycardia (rapid heart rate) begin early in GHB withdrawal. Seizure 
activity in a case of GHB withdrawal in a male who had been using the substance 
regularly over a 2-year period has also been reported, and another study notes 
that in severe cases GHB withdrawal may be life-threatening. 

Milder cases of GHB withdrawal syndrome may be managed with benzodiazepines 
such as lorazepam and supportive care. However, in more severe cases high 
doses of intravenous benzodiazepines (e.g., lorazepam) or barbiturates (e.g., 
phenobarbital, pentobarbital) may be required. Patients experiencing GHB 
withdrawal are likely to have a high tolerance for the sedative effects of 
benzodiazepines and require large and frequent doses to manage the withdrawal; 
in cases where high doses of lorazepam prove ineffective, pentobarbital may be 
effective. Clonidine may be used to treat episodes of tachycardia (rapid heart 
rate). 

Ecstasy 

MDMA (3, 4-methylenedioxy-methamphetamine) commonly known as ecstasy, 
was synthesized around the turn of the century and patented by Merck 
Pharmaceuticals in 1914. These drugs feature various substitution groups off the 
benzene ring that give the medications hallucinogenic properties. Clinicians are 
likely to have to manage the complications of intoxication and overdose but not 
withdrawal. 

Ketamine and PCP (Phencyclidine) 

In the clinical setting, syndromes of acute intoxication with hallucinations, 
delusions, agitation, and violence are the most pressing problems. 

In the clinical setting, ketamine and PCP use require management for the 
agitation and psychotic features produced during acute use. Occasionally, patients 
will have such large overdoses, intentionally or accidentally, that they will require 
airway management and ventilatory support for some hours. The behavioral 
management of the agitation and violence that may be seen is best managed in a 
controlled environment with limited stimuli and very close supervision. 
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Occasionally, oral or parenteral uses of sedating medications such as 
benzodiazepines will be required. In extreme cases, restraints may be required for 
protection of the patient and staff. 

Following acute management, assessment of persistent mood and cognitive 
effects must be made prior to any treatment attempts. The persistence of 
psychotic symptoms may represent an underlying psychiatric disorder that may 
require medication treatment. There are no studies to guide the treatment of 
ketamine or PCP detoxification. The need to manage withdrawal symptoms from 
these drugs is unlikely, but if it should arise, benzodiazepines should be 
administered. 

Other 

Rohypnol is a benzodiazepine that is sold under trade names in Europe and 
Mexico as a sedative-hypnotic. Rohypnol is occasionally used as a club drug and 
at dance clubs. In the last decade it began to be smuggled into the United States 
and was commonly used among homeless youth involved in the sex industry. 
Rohypnol has a reputation as a "date rape" drug because it can produce powerful 
amnestic and hypnotic effects, as well as coma. For further details on 
benzodiazepines, see the benzodiazepine section regarding intoxication and 
potential withdrawal reactions in the original guideline document. 

Management of Polydrug Abuse: An Integrated Approach 

Clinicians need to be constantly aware that a patient may be abusing multiple 
substances. Even if a patient admits the abuse of one substance he may not admit 
to using others. Patients may not see that other substances are a problem, they 
may be worried about the legal consequences of use, or they sometimes may not 
even be aware of what substances they have been using. For these reasons, 
clinicians should not rely on patients' self-reports to determine which substances 
are being used. Interviews with family, friends, or others who know the patient 
may be helpful, but these also are insufficient. The consensus panel strongly 
recommends that all patients receive an immediate urine drug screening upon 
admission to a detoxification program to determine the types of substances being 
abused. It is not necessarily true that the person is drug free simply because a 
drug is not detected on a drug screen. It is possible that the toxicology is not able 
to detect the class or type of drug. Staff should be aware of what the 
program/detoxification center/hospital tests for, what is not tested for, what 
cannot be tested for or found, and the limitations of "dip" tests. 

Prioritizing Substances of Abuse 

While substances of abuse may have complex interactions, it is not always 
possible to determine how those interactions will affect withdrawal. Therefore, it is 
generally best practice to prioritize the substances an individual has been 
dependent on and treat them sequentially according to the severity of the 
withdrawal produced by the substance. The substances with the most serious 
withdrawal syndromes, those where the withdrawal syndrome can be fatal, are 
alcohol and the sedative-hypnotics. When detoxifying a patient who has been 
dependent upon multiple substances, the sedative-hypnotics must be addressed 
first. 
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Oral methadone, LAAM, or buprenorphine should be used to stabilize withdrawal 
from opioids while tapering the dose of the sedative-hypnotic or anxiolytic (anti-
anxiety medication) by 10 percent each day. After the patient has been tapered 
off of the sedative-hypnotic or anxiolytic, withdrawal from the substitute opioid 
can begin. Some patients can successfully be detoxified from both sedative-
hypnotics and opioids simultaneously, but this requires a great deal of medical 
and nursing attention. Most patients will benefit from opioid maintenance for an 
extended period of time following the completion of sedative withdrawal. 

If the patient has been abusing multiple sedative-hypnotic substances or a 
sedative-hypnotic and alcohol, withdrawal should be handled in the same way as 
withdrawal from one such substance. The patient should be administered a 
regularly decreasing dosage of sedative-hypnotic, usually a benzodiazepine that 
the clinician is comfortable with and accustomed to using. The dosage should be 
decreased according to the patient's physiologic response. Providers also may 
administer an anticonvulsant such as carbamazepine (Tegretol XR), even in the 
absence of epilepsy or withdrawal seizures, to help ensure patient safety. 
Phenobarbital also may be used for detoxifying patients who have been abusing 
both alcohol and benzodiazepines. When the dose of alcohol and sedative-
hypnotics that a patient is taking is not known, tolerance testing as previously 
described can be helpful in determining the dose of phenobarbital. 

When treating patients detoxifying from substances other than sedative-
hypnotics, management of opioid detoxification should be the next priority. 
Generally, other substances of abuse, including stimulants, marijuana, 
hallucinogenics (LSD and similar drugs), and inhalants, will not require specific 
treatment in patients who are being detoxified from sedative-hypnotics and/or 
opioids. 

Patients may abuse a wide range of substances in various combinations, and the 
clinician must be vigilant in assessing and treating withdrawal from multiple 
substances. 

Alternative Approaches 

Alternative methods that have been studied scientifically do not claim to be stand-
alone withdrawal methods, nor stand-alone treatment modalities. Alternative 
approaches are designed to be used in a comprehensive, integrated substance 
abuse treatment system that promotes health and well-being, provides palliative 
symptom relief, and improves treatment retention. Therefore, because isolation of 
any of these approaches as an independent variable in rigorous controlled studies 
is difficult, if not impossible, there are no conclusive data on the effectiveness of 
alternative methods. 

Acupuncture is one of the more widely used alternative therapies within the 
context of addictions treatment. It has been used as an adjunct to conventional 
treatment because it seems to reduce the craving for a variety of substances of 
abuse and appears to contribute to improved treatment retention rates. In 
particular, acupuncture has been viewed as an effective adjunct to treatment for 
alcohol and cocaine disorders, and it also has played an important role in opioid 
treatment (i.e., methadone maintenance). It is used as an adjunct during 
maintenance, such as when tapering methadone doses. 
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Ear acupuncture detoxification, which was originally developed as an alternative 
treatment for opioid agonist pharmacotherapy, is now augmenting 
pharmacotherapy treatment for patients with coexisting cocaine problems. The 
advocates of acupuncture have joined with the advocates of opioid agonist 
pharmacotherapy to create a holistic synthesis. Each has contributed to the 
success of the other, both clinically and in public perception. 

Care must be taken to ensure sterile acupuncture needles in the heroin-dependent 
population, given the high incidence of HIV infection, viral hepatitis, and other 
infections. Acupuncture is not recommended as a stand-alone treatment for opioid 
withdrawal. 

Considerations for Specific Populations 

All individuals undergoing detoxification are especially vulnerable. Patients who 
experience negative attitudes from staff may experience further loss of self-
esteem, may leave detoxification prematurely, or may experience other 
psychologically damaging feelings. Negative experiences can undermine the 
recovery process. It is important to recognize that individuals do not fit into just 
one population category. A person will be a member of several populations (e.g., 
a Latina woman who is pregnant, bisexual, and has psychiatric diagnoses of 
posttraumatic stress disorder and major depression) and may benefit from a 
number of the considerations discussed below. It also should be noted that the 
information in the specific populations sections should not be used to categorize 
individuals or leave the reader with the impression that the information below will 
fit all individuals who are members of a group. 

Pregnant Women 

While in detoxification, pregnant women should receive comprehensive medical 
care, especially since this may be the first time they have sought any type of care 
or treatment. Ideally, programs detoxifying pregnant women from alcohol and 
illicit drugs should include the following services: 

• Detoxification on demand 
• Woman-centered medical services 
• Transportation services to and from detoxification (as well as to substance 

abuse treatment afterward) 
• Childcare services 
• Counseling and case management services 
• Access to drug-free, safe, affordable housing 
• Help with legal, nutritional, and other social service needs 

While it is recognized that provision of all of these services is an ideal to be 
striven for, at a minimum detoxification programs must have strong linkages to 
agencies that provide the above-mentioned services and should set up systems to 
ensure that pregnant women can access the additional services they need. 

Pregnant women who present for detoxification will benefit from a comprehensive 
medical examination that includes a careful obstetrical component. Since it is 
estimated that approximately 44 to 70 percent of women who abuse substances 
have a history of physical, emotional, and sexual abuse, care should be given to 
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the comfort of the patients during the examination. One of the major internal 
barriers that prevents pregnant women from seeking treatment is the shame and 
stigma attached to substance use, especially during pregnancy. Any negative 
experience encountered during detoxification can lead these women to leave 
treatment and not return. 

Detoxification during pregnancy poses a special risk in that care should be taken 
to ensure the health and safety of both the mother and fetus. From a clinical 
standpoint, before giving any medications to pregnant women it is of vital 
importance that they understand the risks and benefits of taking these 
medications and sign informed consent forms verifying that they have received 
and understand the information provided to them. Since pregnant women often 
present to treatment in mid- to late-second trimester and polydrug use is the 
norm rather than the exception, it is important first to screen these women for 
dependence on the two classes of substances that can produce a life-threatening 
withdrawal: alcohol and sedative-hypnotics. Pregnant women should be made 
aware of all wraparound services that will assist them in dealing with newborn 
issues, including food, shelter, medical clinics for inoculations, as well as programs 
that will help with developmental or physical issues that the neonate (newborn 
baby) may experience as a result of substance exposure. 

Alcohol 

When pregnant women are detoxified from alcohol, benzodiazepine tapers appear 
to be the current practice of choice. The current state of knowledge suggests that 
benzodiazepine therapy in general does not have as much of a teratogenic 
(producing a deformed baby) risk as do other anticonvulsants as long as they are 
given over a short time period. It appears that short-acting benzodiazepines, like 
the ones described to treat alcohol withdrawal above, can be used in low doses for 
acute uses such as detoxification, even in the first trimester. Long-acting 
benzodiazepines should be avoided--their use during the third trimester or near 
delivery can result in a withdrawal syndrome in the baby. 

Although no teratogenic effects have been observed, little is known about the 
effects of naltrexone, naloxone, or nalmefene administration during pregnancy. 
Although propranolol (Inderal), labetalol (Trandate), and metoprolol (Lopressor) 
are the beta blockers of choice for treating hypertension (high blood pressure) 
during pregnancy, the impact of using them for alcohol detoxification during 
pregnancy is unclear. The use of SSRIs, a class of antidepressant medication, is 
safer for the mother and fetus than are tricyclic antidepressants. Fluoxetine 
(Prozac) is the most studied SSRI in pregnancy and no increased incidence in 
malformations was noted, nor were there neurodevelopmental effects observed in 
preschool-age children. However, possible neonatal withdrawal signs have been 
observed. Given that the greatest amount of data are available for fluoxetine, this 
is the recommended SSRI for use during pregnancy. 

The use of anticonvulsants, such as valproic acid, is associated with several 
disfiguring malformations. If this type of medication must be used during 
pregnancy, the woman must be told that there is substantial risk of 
malformations. Barbiturate use during pregnancy has been studied to some 
extent, and phenobarbital is used therapeutically during pregnancy, but the risk of 
any anticonvulsive medication should be discussed with the patient. There also 
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are reports of a withdrawal syndrome in the neonate following prenatal exposure 
to phenobarbital. 

Opioids 

While it is not recommended that pregnant women who are maintained on 
methadone undergo detoxification, if these women require detoxification, the 
safest time to detoxify them is during the second trimester. For further 
information, consult the NGC summary of SAMHSA's TIP 43, Medication-Assisted 
Treatment for Opioid Addiction in Opioid Treatment Programs. In contrast, it is 
possible to detoxify women dependent on heroin who are abusing illicit opioids by 
using a methadone taper. 

Before starting a detoxification, women should weigh the risks and benefits of 
detoxification, since many women eventually relapse to drug use and thus place 
themselves and their fetuses at risk for adverse consequences. During pregnancy, 
the protein binding of many drugs, including methadone and diazepam (a 
benzodiazepine), is decreased with the greatest decrease noted during the third 
trimester. This decreased binding may be due to the decreased levels of albumin 
reported during pregnancy. From a clinical standpoint, it may be that pregnant 
women could be at risk for developing greater toxicity and side effects, yet at the 
same time an increase in metabolism of the drug may result (such as found with 
methadone). This may result in reduced therapeutic effect from the drug, since 
many women require an increase in their dose of methadone during the last 
trimester. 

Other medications used to treat the withdrawal signs and symptoms include 
clonidine. Clonidine is used as a second-line drug to treat hypertension (high 
blood pressure) during pregnancy and appears to lack teratogenic effects. It has 
reportedly been abused by pregnant women. Some pregnant women take 
clonidine with their methadone because it is hard to detect in urine and it 
increases the high they get from methadone. However, little is known about its 
effects on the baby following therapeutic doses given in a detoxification context or 
doses taken in higher than therapeutic amounts. Buprenorphine has been 
examined in pregnancy and appears to lack teratogenic effects but may be 
associated with a withdrawal syndrome in the neonate. A National Institutes of 
Health consensus panel recommended methadone maintenance as the standard of 
care for pregnant women with opioid dependence. Methadone currently is the only 
medication recommended for medication-assisted treatment for pregnant women. 
Clinical trials are being conducted to determine the efficacy and safety of 
buprenorphine with pregnant women but it has not yet been approved for use 
with this population. 

Because of the potential for premature labor and delivery and risks of morbidity 
and mortality to the fetus related to withdrawal from opioids, it is recommended 
that a pregnant woman who is dependent on opioids be maintained during 
pregnancy. Other reasons to stabilize a pregnant woman on methadone rather 
than attempt withdrawal are the risks of relapse, consequences associated with 
HIV and use of multiple needles, and the potential lack of prenatal care. 

The Federal government mandates that prenatal care be available for pregnant 
women on methadone. It is the responsibility of treatment providers to arrange 

http://www.guideline.gov/summary/summary.aspx?doc_id=8351&nbr=004674
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this care. More than ever, there is need for collaboration involving obstetric, 
pediatric, and substance abuse treatment caregivers. Comprehensive care for the 
pregnant woman who is opioid dependent must include a combination of 
methadone maintenance, prenatal care, and substance abuse treatment. 

Pregnant women should be maintained on an adequate (i.e., therapeutic) 
methadone dose. An effective dose prevents the onset of withdrawal for 24 hours, 
reduces or eliminates drug craving, and blocks the euphoric effects of other 
narcotics. An effective dose usually is in the range of 50 to 150 mg. Dosage must 
be individually determined, and some pregnant women may be able to be 
successfully maintained on less than 50 mg while others may require much higher 
doses than 150 mg. The dose often needs to be increased as a woman progresses 
through gestation, due to increases in blood volume and metabolic changes 
specific to pregnancy. 

Generally, dosing of methadone is for a 24-hour period. However, because of 
metabolic changes during pregnancy it might not be possible to adequately 
manage a pregnant woman during a 24-hour period on a single dose. Split dosing, 
particularly during the third trimester of pregnancy, may stabilize the woman's 
blood methadone levels and effectively treat withdrawal symptoms and craving. 

Breastfeeding is not contraindicated for women who are on methadone. Very little 
methadone comes through breast milk; the American Academy of Pediatrics (AAP) 
Committee on Drugs lists methadone as a "maternal medication usually 
compatible with breastfeeding." 

Benzodiazepines 

The principles of detoxification from benzodiazepines are the same for pregnant 
and non-pregnant patients. It is important to taper the dose of benzodiazepine 
slowly in order not to induce fetal withdrawal or other adverse consequences in 
the fetus or mother. Detoxification is most likely safest during the second 
trimester in order to avoid spontaneous abortion or premature labor. There is a 
documented withdrawal syndrome in neonates who have been prenatally exposed 
to benzodiazepines, and this syndrome may be delayed in onset more than that 
associated with other drugs. 

Stimulants 

The principles of detoxification from stimulants such as cocaine are the same for 
pregnant and non-pregnant women. Since there is no current pharmacotherapy to 
use in tapering individuals from stimulant use, the use of any medications to treat 
medical complications that might arise from the withdrawal should only be done 
after discussion with the patient of the risks and benefits of each medication. 

Solvents 

The principles of detoxification from solvents are the same for pregnant and 
nonpregnant women. It should be noted that based on a review of case reports, 
there is a complex array of characteristics that appear to be similar to fetal 
alcohol effects. Fetal Alcohol Syndrome (FAS) is characterized by growth 
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deficiency (born small for gestational age; failure to grow at a normal rate), 
particular facial features (e.g., eyes are too close together, ears are set low on the 
head), and CNS dysfunctions (mental retardation, microencephaly [small brain 
size]) and brain malformations. Thus fetal development in pregnant women who 
have a history of solvent abuse should be evaluated and carefully monitored. 

Nicotine 

There is extensive documentation that smoking during pregnancy causes 
numerous adverse fetal consequences. Cigarette smoking during pregnancy is the 
largest modifiable risk for pregnancy-related morbidity and mortality in the United 
States. While women are undergoing detoxification, they should be offered 
education about the risk of cigarette smoking during pregnancy and, ideally, 
prevented from smoking. This is especially important since cigarette smoking is 
strongly associated with decreased birth weight, which is a predictor of 
developmental problems in newborns. If women are unable to stop smoking using 
behavioral interventions, nicotine replacement products may be used; however, 
the woman should fully understand the possible risks and benefits of these 
pharmacotherapies. 

It also is important to point out to patients that there are data to suggest that 
women may derive less benefit from NRT than do men and that they may derive 
greater benefit from some non-NRT medications (e.g., bupropion), thus producing 
quit rates in women comparable with those in men. However, the data regarding 
the use of bupropion during pregnancy are limited. 

Examinations of the acute effects of NRT in pregnant women reveal that nicotine 
has minimal impact on the maternal and fetal cardiovascular systems. NRT may 
well be viewed as the lesser of two evils, inasmuch as smoking cigarettes delivers, 
in addition to nicotine, thousands of chemicals. Among these are many that also 
are viewed as developmental toxins (e.g., carbon monoxide and lead). It is 
doubtful that the reproductive toxicity of cigarette smoking is primarily related to 
nicotine. Thus, if NRT is to be used during pregnancy, the dose of nicotine in NRT 
should be similar to the dose of nicotine that the pregnant woman received from 
her ad lib (whenever desired) smoking. Although intermittent-use formulations of 
NRT (e.g., chewing gum) have been recommended over continuous-use 
formulations (e.g., transdermal patch) due to reductions in the total dose of 
nicotine delivered to the fetus, it is unknown what the impact of intermittent acute 
doses followed by withdrawal of nicotine has on the fetus. 

Marijuana, Anabolic Steroids, and Club Drugs 

The principles of detoxification from these drugs are the same for pregnant and 
nonpregnant women. The use of anabolic steroids during pregnancy is rare; 
however, these can be catastrophic to a pregnancy, and if use is found, a detailed 
ultrasound examination is recommended to determine the morphological (physical 
or structural) development of the fetus. 

Although the class of club drugs is relatively new there have been a few reports 
suggesting that there is an increased risk of congenital malformation in neonates 
prenatally exposed to ecstasy. Other club drugs such as flunitrazepam (Rohypnol) 
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may have effects similar to those of some benzodiazepines; however, this is 
speculative. 

Older Adults 

It has been recommended that, when treating older adults, there should be a 
policy of using age-specific group treatment that is both supportive and 
nonconfrontational. Older adults may be dealing with depression, loneliness, and 
loss of career or a loved one. Thus, as a standard policy, older adults should be 
screened for depression and grief or loss-related issues. Similar to the situation 
with other specific populations, the detoxification setting should ideally have in 
place a policy that mandates, at a minimum, well-established linkage with general 
medical services and specialized services for the aging, because of their increased 
vulnerability to physical ailments. Establishing policies that create an environment 
that is positive and does not tolerate "ageism"--a general tendency to react 
negatively toward elderly adults--is important for the optimal treatment of older 
individuals. 

Alcohol and other drug-related disorders in elderly individuals often are more 
severe than those of younger individuals and they are at increased risk for co-
occurring medical disorders. It is the medical complications rather than age itself 
for which detoxification in a medical setting is needed. The elderly may have 
slower metabolism of medications making dosage adjustments necessary in some 
cases. The elderly also may be at greater risk for drug interactions, since they 
may be receiving medications to treat other problems. A complete and careful 
assessment with ongoing monitoring should be done to examine the existence of 
diseases such as, but not limited to, heart disease, respiratory disease, diabetes, 
and dementia. Potential for falls also should be evaluated in the context of 
prescribed medications. The previously presented protocols for detoxification from 
alcohol, opioids, benzodiazepines, stimulants, solvents, nicotine, marijuana, 
anabolic steroids, and club drugs (anabolic steroids and club drug abuse are rare 
in this population) appear to be applicable to the elderly population as long as 
sensitivity to the withdrawal medication is considered. TIP 26, Substance Abuse 
Among Older Adults, provides comprehensive information on the treatment of this 
population. 

People With Disabilities or Co-Occurring Conditions 

In any patient population, the clinician should expect to encounter persons with 
disabilities including co-occurring medical or mental disorders. These patients 
often will require special assistance to overcome both physical and psychological 
barriers in undergoing detoxification and treatment, including their own 
psychological barriers that must be overcome, as well as those attitudinal and 
communication barriers that often prevent complete and clear understanding 
between patient and clinician or clinician and institution. Effective communication 
is essential for effective services. Accommodations must take into consideration 
the expressed preference of the individual with a disability. Substance abuse 
treatment programs need to be in compliance with two Federal laws regarding this 
matter: the 1992 Amendments to the Rehabilitation Act of 1973 and the 
Americans with Disabilities Act [ADA] of 1990. According to the ADA, programs 
must remove or compensate for physical or architectural barriers to existing 
facilities when accommodation is readily achievable, meaning "easily 

http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.chapter.48302
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accomplishable and able to be carried out without much difficulty or expense." 
Providers should examine their programs and modify them to eliminate four 
fundamental groups of barriers to treatment for people with disabilities and/or co-
occurring disorders: (1) attitudinal barriers; (2) discriminatory policies, practices, 
and procedures; (3) communications barriers; and (4) architectural barriers. 
Federal, State, and other sources of assistance might be available to fund ADA-
related improvements. See TIP 29, Substance Use Disorder Treatment for People 
With Physical and Cognitive Disabilities for further information. 

See the original guideline document, including Figure 4-15, for a discussion of 
definitions and terminology used in the field of disability services. 

One of the most important practices that should be in place as a standard in any 
detoxification setting is routine screening for disabilities and co-occurring medical 
and/or psychiatric conditions. The failure to recognize these problems in patients 
can result in poor outcomes. Additionally, intoxicated individuals with co-occurring 
depressive disorders are at high risk for suicide attempts. Of course, an individual 
patient may present with two or more disabilities and/or co-occurring disorders. 
Clinicians treating people with co-occurring substance use and mental disorders 
should consult the NGC summary of SAMSHA's TIP 42, Substance Abuse 
Treatment for Persons With Co-Occurring Disorders. 

All programs should make a good faith effort to provide equal access in as 
comprehensive a manner as possible for all patients. Individual unique needs 
should be taken into account when providing services. For example, patients with 
physical, sensory, or cognitive disabilities may need help with self-care (e.g., 
eating, grooming), moving (e.g., using stairs, walking), communication (e.g., 
reading, speaking), learning, social skills, and executive functions (e.g., planning 
and organization, decision making). Unresponsiveness to instructions, lack of 
participation in discussions and activities, forgetfulness, or confusion by an 
individual with cognitive disabilities should not be viewed as a lack of motivation, 
resistance, or denial. Programs may need to develop the expertise or engage an 
expert on cognitive disabilities to determine the limitations resulting from the 
substance abuse and those resulting from the disability. Both require patience in 
the response. Information presented to the person with a cognitive disability 
should include different and complementary media; for example, visual and tactile 
materials can reinforce the usual verbal interaction. 

Programs also may need to alter their policies regarding the use of drugs 
prescribed for pain control, since most medications of this class are drugs with a 
high abuse potential. A number of patients with substance use disorders also live 
with chronic pain. Living in a drug-free state may not be desirable if it is 
associated with unrelieved pain, which can be quite disabling. The clinician should 
explore with patients what pain management options have been tried in the past, 
and which management medications are being used currently. Patients should be 
encouraged to discuss their feelings about pain and how it affects their daily life, 
and especially to what extent it curtails or prevents their participation in the 
activities of daily living. 

There are a number of alternative treatments for chronic pain. Acupuncture is 
already in use in some treatment programs for detoxification to help relieve 
symptoms of withdrawal. Physical therapy and exercise, chiropractic care, 

http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.chapter.52487
http://www.guideline.gov/summary/summary.aspx?doc_id=6849&nbr=004203&string=4203
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biofeedback, hypnotism, and therapeutic heat or cold are some other approaches 
to caring for persons with physical problems. Most of these alternative treatments 
have limited or no research support of their efficacy; yet some clinicians believe 
they work. Thus, consultation with experts on their use is necessary before 
starting a person with chronic pain on these remedies. 

An alternative model supports the idea that patients should be treated 
simultaneously in substance abuse treatment, mental/physical health, and 
detoxification settings, yet treatments may occur in separate facilities and be 
conducted by separate staff. The consequent task for all is to be supportive and 
knowledgeable about each other's interventions. The severity of the addiction and 
medical/psychiatric problems at the time of detoxification entry should determine 
which acute services the patient receives first. Naturally, a person's medical and 
psychiatric disabilities must be accounted for in the preparation of any treatment 
plan. In some cases, substance abuse treatment cannot begin until issues relating 
to medical and psychiatric disabilities are settled. 

There are a number of resources for clinicians to employ, including experts in the 
field of disability services. Figure 4-17 in the original guideline document 
discusses ways of locating expert help for treating patients with disabilities and/or 
co-occurring disorders. 

Finally, integrated treatment combines substance abuse treatment, treatment for 
co-occurring disorders, and detoxification services into one program. For more 
complete information on the treatment of many of these disorders, see 
"Detoxification and substance abuse treatment: co-occurring medical and 
psychiatric conditions" (chapter 5 in the full-text version of the guideline 
document). 

African Americans 

For African Americans, entrance into detoxification has been associated with 
enrolling in further treatment, reductions in HIV/AIDS risk behaviors, and linkages 
with social and healthcare services. African Americans are at greater risk than 
other populations for the co-occurrence of diabetes and hypertension (high blood 
pressure) that can predispose them to a risk of stroke. This should be taken into 
account when placing and monitoring them on withdrawal medications. 

In treating African-American patients, treatment efficacy and therapist efficacy 
may be associated with the therapist's understanding of how race plays a role in 
recovery. In addition, when working with counselors from other cultures, African 
Americans may display mistrust and a reluctance to show any weakness. To 
overcome this mistrust and to build rapport, especially when the clinician is 
discussing the detoxification process, it is particularly important for the clinician to 
keep in mind the standard of respecting the client as an equal partner in 
treatment. The previously discussed protocols for detoxification from all substance 
of abuse appear adequate for the detoxification of African Americans. However, 
there are a few further aspects to consider: 

• If treating African Americans with beta blockers, propranolol is less effective 
in treating African Americans than Caucasians. 



51 of 62 
 
 

• African Americans are more likely (15 to 25 percent) to have less of the 
enzyme activity needed to eliminate diazepam than others, so it may have a 
longer half-life in African Americans than it does in other ethnic groups.  

• Since co-occurring disorders such as depression frequently are seen in people 
with substance use disorders, it is important to know that African Americans 
may require lower doses and may be at greater risk of developing toxic side 
effects when prescribed antidepressants, since they are likely to metabolize 
tricyclic antidepressants and SSRIs less efficiently than Caucasians. 

• Although the clearance of nicotine is similar for African Americans and 
Caucasians, the clearance of cotinine, a metabolite of nicotine, is slower in 
African Americans, which may cause different smoking patterns than found in 
Caucasians. 

Asians and Pacific Islanders 

This group is the most diverse in nations of origin and has widely differing 
languages, beliefs, practices, dress, and values. Often the only common thread 
among these people is their geographic origin. Although this group appears to 
have lower rates of alcohol and illicit drug use, these problems should not be 
overlooked; members of this group may not seek treatment until the problems 
are quite severe. Successful treatment involves the family and important values 
include balance, harmony, wisdom, and modesty. Thus, it may be important to 
talk to the family about the process of detoxification and dispel their fears and 
concerns as well as the patient's. 

Asians and Pacific Islanders tend to be concerned about the clinician's credibility 
and trustworthiness. Generally speaking, maleness, mature age, the projection of 
self-confidence, possession of sound cultural competence skills, good educational 
background, and level of experience are of importance. In addition, a concrete 
logical approach to the problem at hand is valued. The previously discussed 
protocols for detoxification from all substances of abuse appear adequate for the 
detoxification of Asians and Pacific Islanders. During the detoxification process, 
there are a number of issues to consider: 

• If possible and appropriate, incorporate traditional healing methods (e.g., 
meditation and religious exercises). These can help reduce stress and anxiety 
and promote recovery. While there is a large immigrant population among 
many Asian-American groups, it is erroneous to assume that all are foreign 
born. Variation in practice of traditional healing methods is considerable and 
consistent with generational differences. When considering detoxification, 
recognize the importance of bicultural practices, values, and beliefs that 
might influence responsiveness to treatment. 

• When discussing detoxification medications, discuss with patients their 
feelings about taking "Western" medications for detoxification. In some 
Southeast Asian cultures, Western medications are believed to be too strong 
for the Asian person. It is important to assess a person's feelings about these 
since the patient may not wish to disagree with the clinician yet may be 
noncompliant in taking the medications. Compliance with detoxification 
medication may be better achieved if doses are reduced or regimens 
shortened, yet this should only be attempted if it is in the best interest of the 
patient. 
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• Racial differences in alcohol sensitivity among Asians and Caucasians have 
long been recognized, with more than 80 percent of some Asians compared to 
10 percent of Caucasians being sensitive to alcohol (i.e., having a flushing 
reaction). This is the result of genetic differences in alcohol metabolizing 
enzymes. Approximately 50 percent of Asians lack the enzyme ALDH2, found 
in the liver, that helps the body get rid of alcohol. One reason for lower 
drinking rates among Asians may be the flushing reaction in the face and 
body following alcohol ingestion and an increase in skin temperature. Other 
uncomfortable signs and symptoms associated with the negative reaction to 
alcohol ingestion can include nausea, dizziness, headache, fast heartbeat, and 
anxiety. 

• Five studies have shown that the metabolism of codeine is slower in Chinese 
people than in Caucasians. Chinese patients seem to require lower doses of 
codeine, since the slower metabolism leads to a higher concentration of 
codeine in the blood. 

• If treated with beta blockers, Asians require much lower doses than 
Caucasians, since they are very sensitive to this medication's blood pressure 
and heart rate effects. 

• Asians as a group have a higher number of individuals than other ethnic 
groups who are poor metabolizers of diazepam. This may result in the need 
for lower doses, since they report greater sedative effects with a typical dose. 
It also may be that a lower body fat, which is typical of Asian-American 
individuals, can lead to differences in the pharmacokinetics of lipophilic drugs. 

• In treatment for co-occurring depression and a substance use disorder, Asians 
appear to metabolize clomipramine more slowly than Caucasians. In contrast, 
Asians may metabolize phenelzine faster, resulting in the need for a higher 
dose relative to that which would be appropriate for Caucasians. 

• Chinese Americans tend to metabolize nicotine 35 percent more slowly than 
Hispanics/Latinos and Caucasians. Thus, they may need to smoke less 
frequently and take in less nicotine to achieve the same nicotine levels as do 
Hispanics/Latinos and Caucasians. This may have implications for the dosing 
of NRTs. 

• Smoking rates among male Asian Americans, especially immigrant males, are 
exceedingly high and masked by the lower rates among Asian-American 
females. 

American Indians 

There are currently more than 500 federally recognized American-Indian tribes, 
and there is among them great variability in appearance, dress, values, religious 
beliefs, practices, and traditions. More than 200 different languages are spoken by 
American-Indian tribes. Alcohol use varies widely among tribes. Of all ethnic and 
racial groups, American Indians have the greatest rates of alcohol and illicit drug 
use. 

An early study of treatment utilization by American Indians found that there was a 
significant association between involvement in society and treatment outcomes. 
Those involved in either the traditional Indian society or both the traditional 
Indian society and Caucasian society had more than a 70 percent success rate, 
whereas those involved in neither society had a 23 percent success rate. At a 10-
year follow-up, those who had reported greater Indian culture affiliation and more 
severe liver dysfunction at baseline had better alcohol treatment outcomes. 
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When engaging an American Indian in the process of detoxification, moving 
through the process too quickly or abruptly can be perceived as showing a lack of 
caring and is considered contrary to trust building. The pace of conversation is 
important; a slower pace is more agreeable than a rapid conversation. Moreover, 
a confrontational approach also is not advised with this population. American 
Indians may want a close and involved relationship with their therapists and often 
want the clinician to be a friend or relative. The trust often is built by idle small 
talk to a level of shared understanding. Use of fables and illustrative stories to 
express ideas can be extremely helpful. Avoidance of eye contact also is 
traditional. The Talking Circle is a native tradition that can be helpful in the 
treatment process. The previously discussed protocols for detoxification from all 
substances of abuse appear adequate for the detoxification of American Indians. 
The following are some issues to consider during detoxification. 

• Fetal Alcohol Syndrome is 33 times higher in this population than the national 
average. This may be important for pregnant women coming to detoxification 
and also may be important if the adult has FAS. 

• Indian women who drink have a six-fold increase in cirrhosis of the liver 
relative to Caucasian women. 

• Although some American Indians have reported a flushing response to 
alcohol, it appears that the flushing reaction in American Indians is milder and 
less adverse than that experienced by Asians. 

• If Alcoholics Anonymous or other 12-Step programs are to be introduced, 
framing the steps in terms of a circle rather than a ladder may be better 
received, since the circle is important concept in Indian culture. 

• If possible and appropriate, other traditional methods that can help recovery 
are sweat lodges, vision quests, smudging ceremonies, sacred dances, and 
four circles. 

• Overall, detoxification for this population is the same as for other populations, 
but American Indians are likely to seek treatment later and have more 
medical complications and poorer nutrition. 

Hispanics/Latinos 

Hispanics/Latinos are now the largest ethnic minority group in America. 
Assessment of the patient's level of acculturation can be helpful in understanding 
substance abuse patterns. Language is one of the most difficult barriers to 
treatment entry and success for Hispanics/Latinos. However, simply knowing 
Spanish or Portuguese does not guarantee cultural sensitivity or competence. For 
instance, it is important that the treatment staff understand the role of the family. 
The functional family can be extended and should take into account people who 
have day-to-day contact with and a role in the family. Hispanics/Latinos are likely 
to view drug dependency as moral failing or personal weakness. Traditional 
healing such as folk remedies and folk healers may provide benefit. The 
previously discussed protocols for detoxification from alcohol, opioids, 
benzodiazepines, stimulants, solvents, nicotine, marijuana, anabolic steroids, and 
club drugs appear adequate for the detoxification of Hispanics/Latinos. 

Gays and Lesbians 

Approximately 5 to 33 percent of all lesbian and gay individuals are estimated to 
have a substance abuse problem. A contributing factor may be the stress and 
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anxiety associated with the social stigma attached to homosexuality. Further, 
alcohol and drugs may serve as an escape and ease social interactions at social 
settings such as bars. The previously discussed protocols for detoxification appear 
adequate for gay and lesbian patients. Since numerous misconceptions and 
stereotypes exist concerning gay and lesbian individuals, it is important for the 
clinician to assess his beliefs and take care not to impose them on the patient. 

There are a number of principles of care for treating gay and lesbian individuals. 
These principles include: (1) counselors' being able to monitor their own feelings 
about working with this population of patients in order to provide professional, 
ethical, and competent care; (2) helping patients heal from the negative 
experiences of homophobia and heterosexism; (3) helping patients understand 
their reactions to discrimination and prejudice; and (4) helping patients accept 
personal power over their own lives by helping them improve their self-images 
and build support networks. 

Adolescents 

The previously discussed protocols for detoxification from all substances of abuse 
appear adequate for the detoxification of adolescents; however, there are several 
additional aspects to consider: 

• Physical dependence generally is not as severe, and response to detoxification 
is more rapid than in adults. 

• Retention is a major problem in adolescent treatment. 
• Peer relationships play a large role in treatment. Among adolescents who do 

not use drugs, few of their friends reported use. In one study, among those 
who reported specific drug use, over 90 percent of their friends reported 
using the same drug. 

• It is estimated that 75 percent of those reporting steroid use are high school 
students, and most of them are male. Detoxification from steroids does not 
typically require specific pharmacological intervention unless there is liver 
toxicity or suicidal intent. The use of club drugs is higher in this population 
than in others. 

TIP 31, Screening and Assessing Adolescents for Substance Use Disorders, and 
TIP 32, Treatment of Adolescents With Substance Use Disorders, provide 
comprehensive information on the treatment of adolescents. 

Incarcerated/Detained Persons  

Substance use disorders are common among inmate populations. At the time of 
arrest and detention, it has been estimated that 70 to 80 percent of all inmates in 
local jails and State and Federal prisons had regular drug use or had committed a 
drug offense, and 34 to 52 percent of these inmates were intoxicated at the time 
of their arresting offense. Although women comprise a small proportion of the 
incarcerated population (12.3 percent in jails and 7.4 percent in State and Federal 
prisons) than men, females have a greater prevalence of illicit drug use (i.e., 40 
percent compared to 32 percent were under the influence of drugs at the time the 
crime was committed) than do males. 

http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.chapter.54841
http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.chapter.56031
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Persons who are incarcerated or detained in holding cells or other locked areas 
should be screened for physical dependence on alcohol, opioids, and 
benzodiazepines and provided with needed detoxification and treatment. 
Screening should occur over time, since the onset and intensity of withdrawal is 
dependent on the type of drug taken, when the person last took the drug, and 
how long the drug lasts in the person's body. The duration of detention will affect 
what detoxification services can be provided, and many facilities will not be able 
to provide detoxification or continuing care services. There are some special 
considerations for the detoxification of this population: 

• Abrupt withdrawal from alcohol can be life-threatening. 
• Abrupt withdrawal from opioids or benzodiazepines is not life-threatening but 

can cause severe withdrawal signs and symptoms and great distress. 
• It should be determined whether dependence on either opioids or 

benzodiazepines is the result of illicit use and not the result of taking 
medications that have been prescribed to treat pain or anxiety disorders. 

• If medically supervised withdrawal is indicated, the substitution of a long-
acting drug from the same class of substances the patient is using (e.g., 
giving methadone to treat heroin dependence) and the gradual tapering of 
that substance (no faster than 10 to 20 percent per day) should be conducted 
under closely monitored settings. 

• There are cases when individuals maintained on opioid agonist medications 
are detained or incarcerated. If the incarceration is 30 days or less, the 
individual should be maintained on her usual dosage. If the incarceration is 
longer, the individual may be appropriate for gradual dose tapering. 

• Persons who transition from a state of opioid dependence to a drug- or 
medication-free state are at greater risk of overdose upon relapse to opioid 
use. 

• Many correctional facilities have restrictions on the use of methadone or LAAM 
and special provisions for maintaining or tapering the individual may need to 
be made. 

• If medications are provided to medically detoxify inmates, the Federal Bureau 
of Prisons' Clinical Practice Guidelines for Detoxification of Chemically 
Dependent Inmates suggest retaining strict control over access to these 
medications to prevent diversion or misuse (e.g., eating clonidine patches to 
obtain a state of euphoria). 

TIP 44, Substance Abuse Treatment for Adults in the Criminal Justice System, and 
TIP 30, Continuity of Offender Treatment for Substance Use Disorders From 
Institution to Community, provide more detailed information about the treatment 
of this population. TIP 21, Combining Alcohol and Other Drug Abuse Treatment 
With Diversion for Juveniles in the Justice System, also provides information about 
incarcerated youth. 

CLINICAL ALGORITHM(S) 

None provided 

EVIDENCE SUPPORTING THE RECOMMENDATIONS 

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS 

http://www.guideline.gov/summary/summary.aspx?doc_id=7518&nbr=004448
http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.chapter.53792
http://www.ncbi.nlm.nih.gov/books/bv.fcgi?rid=hstat5.chapter.42593
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The type of evidence supporting the recommendations is not specifically stated. 
Recommendations are based on a combination of clinical experience and research-
based evidence. 

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS 

POTENTIAL BENEFITS 

Supervised detoxification may prevent potentially life-threatening complications 
that might appear if the patient was left untreated. At the same time, 
detoxification is a form of palliative care (reducing the intensity of a disorder) for 
those who want to become abstinent or who must observe mandatory abstinence 
as a result of hospitalization or legal involvement. Finally, for some patients it 
represents a point of first contact with the treatment system and the first step to 
recovery. 

POTENTIAL HARMS 

• Side effects of pharmacological agents 
• Drug interactions of pharmacological agents 

CONTRAINDICATIONS 

CONTRAINDICATIONS 

Potential Contraindications To Using Benzodiazepines to Treat Alcohol 
Withdrawal 

• Previous allergic reaction 
• Previous paradoxical disinhibition (e.g., violence, agitation, self-harm) 
• Previous serious adverse outcomes that could have medico-legal 

consequences if they re-occur (e.g., fractured hip, status epilepticus 
[continuous seizures of several minutes]) 

• Severe alterations in mental status with low dose of benzodiazepines (e.g., 
confusion, delirium) 

• An outpatient setting where benzodiazepine use with alcohol has occurred 
previously with extreme intoxication leading to injuries, coma, or apnea 

Bupropion SR should not be used in patients with a history of seizures, heavy 
alcohol use, head trauma, or with anorexia or bulimia. 

Long-acting benzodiazepines should be avoided in pregnant women--their use 
during the third trimester or near delivery can result in a withdrawal syndrome in 
the baby. 

QUALIFYING STATEMENTS 

QUALIFYING STATEMENTS 
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The opinions expressed herein are the views of the consensus panel members and 
do not necessarily reflect the official position of Center for Substance Abuse 
Treatment (CSAT), Substance Abuse and Mental Health Services Administration 
(SAMHSA), or Department of Health and Human Services (DHHS). No official 
support of or endorsement by CSAT, SAMHSA, or DHHS for these opinions or for 
particular instruments, software, or resources described in this document is 
intended or should be inferred. The guidelines in this document should not be 
considered substitutes for individualized client care and treatment decisions. 

IMPLEMENTATION OF THE GUIDELINE 

DESCRIPTION OF IMPLEMENTATION STRATEGY 

Chapter 6, Financing and Organization Issues, in the original guideline document, 
covers the challenging financial and organizational aspects of developing a 
detoxification program. Careful strategic planning and assurance of funding from 
reputable and varied referral sources are essential for new and existing programs. 
As a buffer against shrinking budgets, all programs should consider broadening 
their funding streams and referral sources, expanding the range of clients they 
can serve, and promptly referring clients for other services not provided on site. 
Partnerships can be a critical factor to the financial success of a program. To 
operate effectively, administrators and other staff must thoroughly understand the 
managed care and community political environment including its terminology, 
contracts, negotiations, payments, appeals, and priority populations. A successful 
working relationship with a managed care organization, a health plan, other 
purchasers, or with another agency or group of agencies depends on day-to-day 
interactions in which staff members serve as informed, professional advocates for 
their clients and the program. 

Refer to Chapter 6 in the original guideline document for full details (see 
"Companion Documents" field in this summary). 

IMPLEMENTATION TOOLS 

Chart Documentation/Checklists/Forms 
Patient Resources 
Resources 

For information about availability, see the "Availability of Companion Documents" and "Patient 
Resources" fields below. 

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT 
CATEGORIES 

IOM CARE NEED 

Getting Better 
Living with Illness 

IOM DOMAIN 
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Effectiveness 
Patient-centeredness 
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